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described in and by the following statement : — 
This invention relates to indole derivatives 
10 and more particularly it relates to new hetero- 
cyclic-indol-3-yl-carboxylic acid derivatives 
which possess anti-inflammatory, analgesic and 
antipyretic activity. 
According to the invention there are pro- 
15 vided compounds of the fonnula: — 




wherein R 1 stands for a heterocyclic radical 
selected from pyrimidinyl, quinolyl, iso- 
quinolyj, cinnolinyl, quinazolinyi, qumoxalinyl, 
20 benzthiazolyl and benzoxazolyl radicals, tie 
said heterocyclic radical being linked to the 
nitrogen atom of the indole nucleus through 



phenyl substituents; and R 3 stands for 30 
hydrogen or a C^-alkyl radical; and R' and 
R*, which may be the same or different, stand 
for hydrogen or a memyl radical; and R* 
stands for a radical of the formula — COR 7 
or — CH 2 OR', wherein R T stands for a 35 
hydroxy, C 1 _.-aIkoxy 3 benzyloxy, phenoxy, 
d^-Q^-alkyIammo-Q^ 3 alkoxy, (C^-cyclo- 
alkyl)methoxy, amino, Q^-alkyiamino, di- 
Q_ 3 -alkylamino, anilino, hydrazano or N-\£- 
dicyclohexylureido radical, and R* stands for 40 
hydrogen or a Q_,-alkanoyi radical; and R* 
stands for hydrogen or a methylenedioxy or 
ethylenedioxy radical ox not more than two 
substituents selected from Ci^-alkoxy, C,-*- 
alkyl, cycloaDcyl of not mare than 5 carbon 45 
atoms, and di-Q_ 5 -aItylamino radicals and 
halogen atoms; and pharniaceutkally- 
acceptable farts thereof. 

As stated above, the heterocyclic radical R 1 
is linked to the nitrogen atom of the indole 50 

nucleus through one of its ring carbon atoms 

-i 
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a ring carbon atom which is conjugated with 
a ring nitrogen atom in the said heterocyclic 
radical, and the said heterocyclic radical 25 
optionally bearing not more than two sub- 
srituents selected from Q^-alkyl, 
alkoxy, Q^nalkylthio, amino ( — NH 2 ), 
halogen, trifluoromethyl, trichlaromethyl and 
phenyl substituents; and R 2 stands for 30 
hydrogen or a Q_3-alkyl radical; and R* and 
R 4 , which may be the same or different, stand 
for hydrogen or a methyl radical; and R 5 
stands for a radical of the formula — COR 7 
or — CH 5 OR s , wherein R 7 stands for a 35 
hydroxy, d_--«lkoxy, benzyloxy, phenoxy, 
OJ-C^-aJkylammo-Q^alkoxy, (CsLo-cycIo- 
aikyl)methoxy, amino, Cj^-adkylamino, di- 
Cx-a-alkyiammo, anilino, hydrazino or rV-1,3- 
dicyclohexylureido radical, and R* stands for 40 
hydrogen or a Cx_ 6 -alkanoyl radical; and R* 
stands for hydrogen or a methylenedioxy or 
ethylenedioxy radical or not more than two 
substituents selected from d_ s -alkoxy, Q^r 
alkyl, cycloalkyl of not more than 5 carbon 45 
atoms, and di-Q_ 5 -adkylamino radicals and 
halogen atoms; and pharmaceutically- 
acceptable raits thereof. 

As stated above, the heterocyclic radical R 1 
is linked to the nitrogen atom of the indole 50 
nucleus through one of its ring carbon atoms 




(71) We, IMPERIAL CHEMICAL 
INDUSTRIES LIMITED, Imperial Chemi- 
cal House, Millbank, London SW1P 3JF, a 
British Company, do hereby declare the 
5 invention, for which we pray that a patent 
may be granted to us, and the method by 
which it is to be performed, to be particularly 
described in and by the following statement: — 

This invention relates to indole derivatives 
10 and more particularly it relates to new hetero- 
cyclic-indol-3-yl-carboxyh'c acid derivatives 
which possess anti-inflammatory, analgesic and 
antipyretic activity. 

According to the invention there are pro- 
15 vided compounds of the formula: — 




wherein R 1 stands for a heterocyclic radical 
selected from pyrimidinyl, quinolyl, iso- 
quinolyl, cinnolinyL, quinazolinyi, quinoxalinyl, 
20 benzthiazolyl and benzoxazolyl radicals, the 
said heterocyclic radical being linked to the 
nitrogen atom of the indole nucleus through 
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which is conjugated with a ting nitrogen 
atom. Accordingly, it is to be understood that 
R 1 is linked to the nitrogen atom of the 
indole nucleus through one of the following 

5 positions of the former: — 

when RV stands for a pyriinidinyl radical, 
through position 2, 4 or 6 thereof; 
when R l stands for a benrtinazolyl or 
benzoxazolyi radical, through position 2 

10 thereof; 

when R 1 stands for a qumolyi or quinazolinyl 
radical, through position 2 or 4 thereof; 
when R 1 stands for a cinnoiinyl radical, 
through position 4 thereof; 

15 when R 1 stands for a quinoxalinyl radical, 
through position 2 or 3 thereof ; and 
when R 1 stands for an isoquinolyl radical, 
through position 1 thereof. 
It wfll be appredated by those skilled in 

20 the art that some of the compounds of the 
formula I possess at least one asymmetric 
carbon atom, for example this is the case if 
R* and R* are different. These asymmetric 
compounds may be resolved into the corres- 

25 ponding optically-active forms (i.e. enantio- 
morphic forms) by conventional procedures. It 
is to be understood that the racemates of the 
formula I possess anti-mflammatory, analgesic 
and antipyretic activity and that, in addition, 

30 at least some of the optically active compounds 
of the formula I possess anti-mflammatory, 
• analgesic and/or antipyretic activity. It is also 
to be understood mat the compounds of this 
invention encompass both those compounds of 

35 the formula I which are racemates and the 
optically active compounds of the formula I 
which possess anti-mflammatory, analgesic 
and/or antipyretic activity. 

The substinient(s) which may optionally be 

40 present in the heterocyclic radi c al R l may, 
for example, be selected from methyl, ethyl, 
isopropyi, methoxy, methylthio, amino, fluoro, 
chloro, bromo, trifluooromethyl, trichloro- 
methyl and phenyl substituents. 

45 A suitable value for R* when it stands for 
a C,_3-alkyl radical is, for example, a methyl 
radical. 

A suitable value for R c is, for example, 
hydrogen or a methylenedioxy or ethylenedioxy 

50 radical or not more than two substituents 
selected from methoxy, ethoxy, propoxy, 
methyl, ethyl, propyl, butyl and dimethyl- 
ammo radicals and fluorine, chlorine and 
bromine atoms. 

55 A suitable value for R T is, for example, 
a hydroxy, methoxy, ethoxy, propoxy, butoxy, 
2-dimethylaminoethoxy, benzyloxy, phenoxy, 
cydohexylmethoxy, amino, methylamino, 
dim emylamino, analino, hydrazino or AM3- 

50 dicvclohexyiureido radical. 

A suitable value for R* is, for example, 
hydrogen or a fonnyl, acetyl or propionyl 
radical Thus, it is to be noted that for con- 
venience in this specification the expression 

65 "alkanoyl radical" includes a tformyl radical 



Suitable salts of the invention in the case . 
where the compound of . the formula I is 
sufficiently basic aire pharmaceutical^- 
acceptable acid-addition salts, for example a 
hydrochloride, hydrobromide or titrate. A 70 
suitable salt in the case where R r stands for 
a hydroxy radical is a salt in which the anion 
is derived from the said compound of die 
formula I and the cation is a pharma- 
ceutically- acceptable cation, for example an 75 
alkali metal, alkaline earth metal, ahrmmmrn 
or ammonium salt, or a salt with a pharma- 
ceutically-acceptable organic base, for 
example trjethanol amm e. ■ 

Particularly active compounds of the 80 
invention are l-(7-<mlort)o^miol-4-yl)-5- 
methoxy - 2 - methyhndol - 3 - ylacetic acid, 
1 - (7 - cMorommiazolm - 4 - yl) - 5- 
methoxy - 2 - methylmdol - 3 - ylacetic acid, 
1 - (7 - bromoqumazolin - 4 - yl) - 5- 85 
methoxy - 2 - memylindol - 3 - ylacetic acid, 

1 - (7 - fluoroquhsazoim - 4 - yl) - 5- 
methoxy - 2 - methyiindol - 3 - ylacetic 
acid, 5 - methoxy - 2 - methyl - 1 - (2- 
memylquinazolin - 4 - yl)mdoi - 3 - ylacetic 90 
acid, 1 - (7 - cWorocinnolm - 4 - yl). - 5- 
methoxy - 2 - memylindol . - 3 - ylacetic 
acid, 1 - (7 - chloroqumazolin - 4 - yi)- 

2,5 - dimethylindol - 3 - ylacetic acid, 1- 
(2,6 - dimemoxypyrimidin - 4 - yl) - 2,5- 95 
dimethylindol - 3 - ylacetic acid, 1 - (7- 
chlorouumazolin - 4 - yl) - 5 - fluoro - 2- 
methylindol - 3 - ylacetic acid, methyl 1- 
(7 - chloroqumazolin - 4 - yl) - 5 - methoxy- 

2 - methyiindol - 3 - ylacetic and methyl 100 

1 - (7 - chloroquinol - 4 - yl) - 5 - methoxy- 

2 - methyiindol - 3 - yiacetate, and pharma- 
ceutically acceptable salts thereof. 

According to a further feature of the inven- 
tion there is provided a process for the 105 
manufacture of the compounds of the formula 
I, wherein R l , R 2 , R«, R*, R' and R« have 
the meanings stated above except that R 7 
cannot stand for a hydrazino radical, and 
pharmaceutically-acceptable salts thereof, 110 
whidi comprises reacting a compound of the 
formula: — 




wherein R l and R* have the meanings stated 
above and Q stands for an amino radical 115 
( — NH 2 ) or a radical of the formula: — 

R' 

— n=q< m 

wherein R 9 stands for hydrogen or a methyl 
or ethyl radical, and R 10 stands for a methyl, 
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ethyl or phenyl radical, or an acid-addition 
salt thereof, with a compound of the 
formula:-- 



R«COCH 2 CRm 4 R fi 



IV 



RYU?,' Ri and R 8 have the meanings 
stated immediately above, .under the influence 
- of heat. 

A suhable acid-addition salt of the com- 
pound of the formula II is for example, a 
10 hydrochloride, hydrobromide, sulphate or 
flupro1)orate. The reaction may be carried out 
at, for example, : 4Q to 150°C, and more 
particularly 60 to 120°C The reaction is 
preferably carried out in the presence of an 
15. add, for example laevulnic acid (which is, 
of course, within the definition of the reactant 
; or formula IV), acetic add, or a relatively 
strong add, for ; example hydrochloric, 
sulphuric, 'perchloric or polyphosphoric arid. 
20 Under these conditions the reaction may 
optionally be carried out fin a suitable solvent, 
for example water, a Q_4 alkanol, for 
example ethanol, or acetic add, or a mixture 
of any of these, and/or in an excess of a low 
25 melting compound of the formula IV, for 
example laevulinic add. 

It is to be understood that, when the 
strtrting material of the formula IV is a 
carboxyhc aciti and a Ci^-aBcanol is used as 
a solvent, the product is obtained as the 
corresponding alkyi ester, ^ternarivdy, the 
reaction is preferably carried out in the 
presence of a Lewis acid, for example boron 
trifluoride eiherate. A C^-alkanol, for 
35 example methanol or ethanol, may optionally 
also be present, but in this case when the 
starting material of the formula IV is a 
carboxylic add, the product is obtained as 
the corresponding alkyi ester. 

Those of the startling materials of the 
formula II which* are hydrazines may be 
obtained by reacting the appropriate phenyl- 
hydrazine of the formula: — 



NHNHx 



30 



40 




M 



45 wherein R 6 has the meaning seated above, 
with a compound of the formula R'Hal, 
wherein R 1 has the meaning stated above and 
Hal stands for a chlorine, bromine or iodine 
atom, in the presence of sodium acetate or 
50 a hydrate thereof, in the presence of a solvent, 
for example water, a Q^-a&anoi, benzene 
or 1^-dimethoxyethane. The re m ai nin g 
starting materials, that is, the hydrazones of 
the formula II, may be obtained by reacting 
55 the appropriate hydrazine of the formula II 
with the appropriate aldehyde or ketone of 
tCfomufaR^OR 10 , wherein R D and R 1 



have the meanings stated above. This (reaction 
may be carried out in an excess of the said 
aldehyde or ketone and/or in the presence of 
an organic solvent, for example benzene or 
toluene. The reaction may optionally be 
catalysed by means of an inorganic or organic 
acid, for example sulphuric or acetic add. 
However, a preferred method of making those 
of the said hydrazones wherein R 1 stands for 
a quinazolinyl or cinnolinyl radical comprises 
reacting a compound of the formula : — 



t Q-NH.K-c; 



with a compound of the formula R*Hal, under 
the influence of heat, for example under 
reflux, and in a dry organic solvent, for 
example 1 ,2-dimethoxyethane, and wherein R', 
R% R l * and Hal have the meanings stated 
above and R 1 has the meaning stated 
immediately above. 

According to a further feature of the 
invention there is provided a process for the 
manufacture of those of the compounds of 
the formula I wherein R\ R 2 , R 5 , R 4 and R* 
have the meanings stated above, and R* stands 
fox a carboxy radical, and pharmaceuticaUy- 
acceptable salts thereof, which comprises 
hydrolysing the corresponding compound of 
the formula: — 




wherein R 1 , R 2 , R% R 4 and R c have the 
meanings stated above, and R 11 stands for 
a cyano, carbamoyl, alkoxycarbonyl, 
benzyioxycarbonyl or phenoxycarbonyl radical. 

A suitable hydrolytic agent is, for example, 
an alkali metal hydroxide, for example sodium 
hydroxide or potassium hydroxide. The 
hydrolysis is carried out in the presence of 
water, and optionally an organic solvent, for 
example a Ci ^-alkanol, for example ethanol, 
may be present The reaction may optionally 
be accelerated or completed by the application 
of heat, for example it may be carried out 
at 50 to 150°C, for example at reflux 
temperature. 

Those of the starting materials of the 
formula VII wherein R 11 stands for a cyano 
radical, R a and R 4 stand for hydrogen, and 
R 1 , R 2 and R° have the meanings stated above, 
may be obtained by the following sequence 
of reactions: — 
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+ R l Hal-» 



debydrogenarion 

/ 

/ 

Mannich 



reaction 



Ox) 




qnatfrn isation 

v 

/ 



The amide starting materials of the 
formula VII (i.e. wherein R 1 * stands for a 
carbamoyl radical) are formed as a by-product 

5 in th e production of the nitrites of the formula 
XHI when made by the above sequence of 
reactions, and they may be obtained from 
the latter compounds by hydrolysis. The ester 
starting materials of the formula VII are 

10 obtainable by a process described hereinbefore. 
According to a further feature of the 
invention there is provided a process for the 
manufacture of the compounds of the formula 
I, wherein R 1 , R 2 , R 8 , R* and R 6 have the 

15 meanings stated above and R 8 stands for a 
radical of the formula — COR T or CH 2 OR' 3 
wherein R r has the meaning stated above and 
R* stands for a C2_ 6 -alkanoyl radScal, and 
pharmaceuticaHy-acceptable salts thereof, 

20 which comprises dehydrogenating the corres- 
ponding indoiine derivative of the formula: — 




wherein R J , R 2 , R 2 , R 4 and R 8 have the 
meanings stated above, and R 8 has the meaning 

25 stated immediately above. 

It is to be understood that by the word 
"dehydrogenating" there is meant the removal 
of one hydrogen atom from the 2-positioa, 
and one from the 3 -position, of the said 

30 indoline derivative, so as to give the corres- 
ponding indole derivative. The dehydrogena- 
tion may be effected by means of a 
dehydrogenatian catalyst, for example a 
palladium on charcoal catalyst, in the presence 

35 of a suitable organic sdvent, for example 



*' (nil) 



diphenyi ether, at an elevated temperature, 
for example at or about reflux temperature 
Alternatively, the dehydrogenation may be 
effected by means of a known compound 
having dehydrogenating properties, for 40 
example 2^3a^tetracMc^l,4^3ai2oquinone 
or 23 - dichloro - 5,6 - dicyano - 1,4- 
benzoquinone, in a suitable solvent, for 
example dry xylene, 1,2-dimethoxyethane or 
dimemylformamide, at 20 to 160°G, for 45 
example at treflux temperature. 

The' indoJine starting materials of the 
formula XIV, except for the hydrazides 
wherein R 5 stands for the group 
— CONHNH^, may be obtained by using an 50 
analogous process to that outlined above for 
the production of the intermediates of the 
formula IX. The said hydrazides may be 
obtained by mtenaction of an appropriate ester 
of the formula XIV* with hydrazine, by an 55 
analogous reaction, to that described below. 

According to a further feature of the 
invention there is provided a process for the 
manufacture of those of the compounds of 
the formula I wherein R 1 , R 2 , R», R« and R 8 60 
have the meanings stated above, and R 8 stands 
for a radical of the formula — OOR T wherein 
R 7 stands for a Q_ a -alxoxy, benzyloxy, da- 
Q-j - alkylamino - Q_ 3 - alkoxy or (C^- 
cycloalkyi)methoxy radical, and phanna-' 65 
ceutically-acceptable sahs thereof, which 
comprises esterifying the corresponding 
carboxylic acid of die formula I wherein R 8 
stands for a carboxy radical, or a salt, acid 
halide or anhydride thereof. 70 

The said esterification may be carried out 
by any appropriate general method, for' 
example: 

(1) By reacting the said carboxylic acid with 
the alcohol xeactant, which may optionally be 75 
present m excess, in the presence of an add, 
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for example a Lewis acid, for example boron 
trifluoride etherae, or sulphuric acid (this is 
not suitable in the case where R 1 stands for 
a qumazolinyi or drmolinyl radical). This 

5 reaction may conveniently be carried out at 
40 to 120°G, for example under reflux. 
(2) By reacting an acid halide, for example 
an acid chloride, or an acid anhydride (which 
expression includes a mixed acid anhydride) 

10 with die alcohol reactant The reaction may 
be carried out in an excess of the alcohol 
reactant and/or in the presence of an organic 
solvent, for example chloroform, dimethyl- 
formamide, acetonitrile, tetrahydrofuran or 

15 1 ,2-dimerhoxyethane, and preferably the said 
alcohol reactant or organic solvent is used in 
a dry form. This reaction may conveniently 
be earned out at 20 to 100°C, for example 
under reflux. 

20 (3) By reacting the said oarboxylic acid with 
a c^bodiimide, for example dicyclohexyl- 
carbodiimkite, and then, without isolation, 
reacting the product with the alcohol reactant 
The reaction may be carried out in the 

25 presence of an organic solvent, for example 
chloroform, 1,2-dimethoxyetfaane, dimethyl- 
form amide, acetonitrile or tetrahydrofuran, 
and preferably the solvent is used in dry form. 
The reaction may conveniently be carried out 

30 at 20 to 100°C, preferably at room 
temperature. 

(4) By reacting a metal salt, for example a 
sodium salt, of the said carboxvlic acid with 
a compound of the formula R T X, which may 

35 optionallv be in excess, wherein R T stands for 
a G_ s -alkvl, benzyl, di-Q-.-alkvlaniino-C, 
alkyl or (C^-cvcloalkyt)methyI radical, and 
X stands for a halogen atom, for example a 
chlorine, bromine or iodine atom, or a toluenes 

40 sulphonyloxy or methanesulphonyloxy radical. 
The reaction may be carried out in the 
presence of an organic solvent, for example 
dimemvlforrnamide, 1,2 - dimethoxyethane, 
acetonitrile or tetrahydrofuran, and preferably 

45 the solvent is used in dry form. The reaction 
mav conveniently be carried out at 20 to 
100°C. for example at room temperature. 

According to a further feature of the 
mvention there is provided a process for the 

50 manufacture of the compounds of the formula 
I, wherein R 1 stands for a qumazolinvl, 
cinnolinyi, benzoxazolyl or benzthiazolyl 
radical, which is linked to the nitrogen atom 
of the indole nucleus through a ring carbon 

55 atom which is conjugated with a ring nitrogen 
atom in said radical, and which mav optionaHv 
be substituted as stated above, and R 5 stands 
for a radical of the formula — COR 7 or 
— CHsOR', wherein R r stands for a C w - 

60 alkoxy, benzvloxy, phenoxy. di-G_ 5 -alkvi- 
amino-Q^-alkoxy or (Cw.-cycloaJkvI)- 
methoxv radical and R* stands for a Cv- 
alkanoyl radical, and R*, R a , R 4 and R e have 
the meanings stated above, and nharma- 

65 ceutically-acceptable salts thereof, which com- 



prises reacting a compound of the for 




with a halogenoheterocycHc compound of the 
formula R*Hal, wherem R l and R 5 have the 
meanings stated immediately above and R 2 , 
R 3 , R*, R s and Hal have the meanings stated 
above, in the presence of sodium or potassium 
or the hydride or amide thereof or n-butyi- 
hthhim or lithium di-isopropylamide. 

The process is conveniently carried out in 
a dry inert solvent, for example dimethyl- 
form amide or hexamethylenephosphorus 
triamide, and at 20 to 50°C 

The starting materials of the formula XV 
may be obtained by conventional procedures 
involving the acid-catalysed reaction of a 
compound of the formula IV with an appro- 
priate compound of the formula II. 

According to a further feature of the mven- 
tion there is provided a process for the 
manufacture of the compounds of the formula 
I wherein R l stands for a quinazolinyl or 
cinnoHnyl radical, which is linked to the 
nitrogen atom of the indole nucleus through 
a ring carbon atom which is conjugated with 
a ring nitrogen atom in said radical, and 
which may optionally be substituted as stated 
above, and R 5 stands for a radical of the 
formula — COR 7 or — OK 2 OR% wherein R 7 
stands for a C : _ 5 -alkoxy, benzyioxy, phenoxy, 
di - C!_ 5 - alkylamino - Ci- 5 - alkoxy, (Cs_c- 
cycl oaikyl)methoxy, amino, Q^alkylamino, 
ai-Q^-alkylamino, anilino or N-l,3-dicyclo- 
hexylureido radical and R" stands for a C»_«- 
alkanoyl radical, and R 2 , R 3 , R* and R 6 have 
the meanings stated above, and pharrna- 
ceutically-acceptable salts thereof, which com- 
prises reacting a compound of the formula: — 



NH.NsC.CH c&ftff 
(*Vl) 



70 



75 



80 



85 



90 



95 



100 



with a compound of the formula R'Y, so as 105 
to give a compound of the formula : — 



(jcvii) 



and then ring-closing the said compound of 
the formula XVII so as to give the desired 
product of the formula I, and wherem R 1 110 
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and R 5 have the meanings stated immediately 
above, R 2 , R«, R* and R 6 have the meanings 
stated above, and Y stands for a chlorine, 
bromine or iodine atom or a phenoxy radical. 

5 , The entire process is conveniently carried 
out in a dry, relatively high boiling, inert 
organic solvent, for example such a solvent 
of baling point 50 to 200°C, for example 
1,2-dimemoxyethane, diemyleneglycoi di- 

10 methyl ether, dioxan, diphenyl ether or 
dimemytformamide. The first stage of the 
process is convenientiy carried out at 20 to 
100°C, and more particularly at 60 to 80°C 
The ring-closure step is carried out by beating 

15 the product of the formula XVII to elevated 
temperature, for example 40 to 150°C, for 
example reflux temperature, preferably under 
acidic conditions. Suitable acidic conditions 
are pro vided by the presence of the hydrogen 

20 halide HHal which is one product of the 
first stage of the process, i.e. the conversion 
of XVI into XVH Alternatively, if desired, 
a relatively strong acid, for example hydro- 
chloric, sulphuric, perchloric or polyphosohoric 

25 odd, or a Lewis acid, for example boron 
trifluoride ether ate in the presence of an inert 
organic solvent, for example diethyl ether or 
tetrahydrofiirnn, or laevulinic or acetic acid, 
mav be added to the reaction mixture. 

30 The starrus materials of the formula XVT 
mav be obtained bv readme a phenylhydrarine 
derivative of the formula V, wherein R 6 has 
the meaning statist above, with a compound 
rtf the formula IV. wherein R*, R 8 , R* and 

35 R s have the meaninss stated immedS&tetv 
above. The reaction may be carried o*Jt at 
0 to 100°C and more particularly at 25 to 
50°C and in a statable organic solvent, for 
example a C^-fcTkand, for example ethanoL 

40 or benzene, 1^-dimsthoxvethane, or diethvl 
ether. A catalytic cruantitv of an add, for 
example acetic, sutohuric or perchloric acid, 
mav optionally also be present. 
According to a further feature of the mven- 

45 tion there is provided a r>rocess fcr the 
manufacture of comrjounds of the formula I, 
wherein R 1 , R 2 , R a , R* and R B have the 
meanings stated above and R 8 stends *or *» 
radical of the formula — COR T . wherem R 7 

50 stands for an amino, Ci-^-alkviamino. <£-Ci_-- 
alkvfamrao. arulino or hvdrazino radical, an* 
pharmaceuticaUy-accentaible sMts thereof, 
which comprises carrying out a known eeneral 
process for making? amides usins as stRrtin* 

55 material a carhoxvlic add df the formnla T 
wherem R 5 stands for a carboxv radical, or 
an acid halide, anhydride or mtrfle thereof, 
so ns to obtain the desired product 
The said amides may be obtained, frc 

60 example, as follows: — 

(I) Bv reacting an armrooriate ester, for 
example an ester of the formula I wherem 
R 5 stands for an alkaxvcarhonyl raxKcaL or 
an add baEde or anhydride (which term 

65 includes a mixed acid anhydride) with a 



reactant of the formula R 7 !!, wherein R T 
has the meaning stated immediately above 
The process may be carried out in the 
presence of an organic solvent, for example 
dimemylformamide, chloroform, acetonitrile, 70 
tetrahydrofuran or 1,2-dimethoxyethane, In 
the case where R 5 stands for an alkoxy- 
carbonyl radical, but not in the other cases, 
the solvent may be a Q-i-alkanoL In the 
case where the reactant is an acid halide or 75 
anhydride, the solvent is preferably used in 
dry form. The process may be carried out at 
20 to 100°C; in the case where the reactant 
is an ester it is preferably carried out under 
reflux, but in the other cases it is preferably 80 
carried out at about room temperature. 
(2) By reacting the said carboxyHc acid with 
a carbodiimide, for example dicydohexyl- 
carbodiimide, and then reacting the product 
with the reactant off the formula R'H, wherein 85 
R T has the meaning stated immediately above. 
The process is convenientiy carried out in a 
dry organic solvent, for example dimethyl- 
formamide, tetrahydrofuran, chloroform, 
acetonitrile or 1,2-dmiemoxyerhane, at 20 to 90 
100°C, preferably at room temperature. 

According to a further feature of the 
invention there is provided a process for the 
manufacture of those of the compounds of 
the formula I wfierein R% R 3 , R 8 , R* and R R 95 
have the meanings stated above and R 5 stands 
for a radical of the formula — COR T wherein 
R 7 stands for . a N-l,3-dicyclohexylureido 
radical, and pharnmceutically-aoceptable salts 
thereof, which comprises reacting the corres- 100 
pending carboxylic acid of the formnla I, 
wherein R s stands if or a carboxy radical, with 
dicydohexykarbodiimide in a suitable organic 
solvent 

A suitable solvent is, for example, 1,2- 105 
dim ethoxy ethane, and the process is con- 
veniently carried out at room temperature. 

According to a further feature of the 
invention there is provided a process for the 
manufacture of those of the compounds of the 110 
formula I wherein R 1 contains one or two 
C,- 5 -alk6xy substituents, R 2 , R% R 1 and R 6 
have the meanings stated above, and R 5 stands 
for a carboxy or hydroxymethyl radical, and 
pharmaceutically-Jacceptable salts thereof, 115 
which comprises reacting the corresponding 
compound of the formula; I, wherem R 1 con- 
tains one or two active halogen substituents, 
with an alkali metal derivative of a Q_ 5 - 
alkanoL . 120 

By an "active halogen substituent" we 
mean a halogen substituent which, because of 
its chemical nature, its position in the said 
heterocyclic radical R 1 , and the chemical 
nature of said heterocyclic radical Itself, is 125 
sufficiently active to take part in standard 
nucleophihc displacement reactions. Two 
examples of such active halogen substituents 
are the cHorine substituents in a 2,6-dichloro- 
pyrrmid-4-yl radical. The reaction may be 130 
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carried out in an organic solvent, which can 
be the alkanol corresponding to the alkali metal 
alkoxide used as reactant The reaction is 
conveniently carried out at 60 to 120°G, for 
5 example under reflux. 

According to a further feature of the 
invention there is provided a process for the 
manufacture of those of the compounds of 
the formula I wherein R 1 , R s , R s , R 4 and R" 

10 have the meanings stated above, and R° stands 
for a Ci_ a -aIkoxy radical optionally together 
with a Q-e-alkyi, cycloalkyl of not more than 
5 carbon atoms, di-Q _ 3 -aIkylarmno or 
halogeno substituent, and pharmaceutically- 

15 acceptable salts thereof, which comprises 
reacting the corresponding compound of the 
formula I, wherein R 8 stands for a hydroxy 
radical, optionally together with an additional 
substituent as stated immediately above, or 

20 the corresponding alkali metal derivative (i.e. 
wherein an alkali metal atom replaces the 
hydrogen atom of the said hydroxy radical), 
with a compound of the formula R 1S X, 
wherein R 12 stands for a Cj_ 3 -aBcyl radical. 

25 and X has the meaning slated above, and, 
in the case where the hydroxy derivative is 
used as reactant, in the presence of an acid- 
binding agent 
A suitable acid-binding agent is sodium or 

30 potassium hydride, or sodium or potassium 
carbonate. The reaction is convenient^ carried 
out in a dry organic solvent, for example 
acetone, dimethyfformanude, 1,2-dimethoxy- 
ethane or tetrabydrofuran. 

35 The hydroxy derivatives used as starting 
material may be obtained by the debenzylation 
of the corresponding benzyloxy derivatives, 
either by hydrogenolysis, for example with 
hydrogen and a 10% w/w palladium on 

40 charcoal catalyst, or using a solution of 
hydrogen bromide in glacial acetic acid at 
0 to 20°C 

According to a further feature of the 
invention there is provided a process for the 

45 manufacture of those of the compounds of 
the formula I wherein R 1 bears a fluorine, 
chlorine or bromine substituent and R 2 , R 3 , 
R 4 , R 5 and R 6 have the meanings stated above, 
apart from the case where R T stands for a 

50 hydrazine radical, and pharrnaceutically- 
acceptable salts thereof, which comprises 
diazotising the corresponding compound of 
the formu la I wherein R 1 bears an amino 
substituent, and then, in the case of the chloro 

55 or bromo substituent, reacting the diazonium 
salt with a solution of cuprous chloride or 
bromide in hydrochloric or hydrobromic add 
respectively at 10 to 40°C, or, in the case 
of the fluoTo substituent, thermally decom- 

60 posing the dry diazonium fiuoroborate salt 
at 40— 100°C. 

The diazotisaticn is carried out an conven- 
tional manner at a relatively low temperature, 
for example 0 to 5°C In the case of the 

65 chloro or bromo substituent, the second stage 



of the process is conveniently carried out at 
room temperature. 
The amino derivatives used as starting 



materials may be o\ 



by r 



ring the 

corresponding mtro derivatives by means of 
hydrogen and a hydrogenaticm catalyst, for 
example a palladium on charcoal catalyst, and 
the nitro derivatives themselves may be 



70 



J 


• 




lit 



lg to a further feature of the 
invention there is provided a process for the 
manufacture of those of the compounds of 
the formula I wherein R 1 , R 2 , R°, R* and R e 
have the meanings stated above, and R* stands 
for a hydroxymethyl radical, and pharma- 
ceuticaUy-acceptable salts thereof, which 
comprises reacting a corresponding ester of 
the formula I, wherein R 5 stands for an 
alkoxycarbonyJ, ara&oxycarbonyl or aryloxy- 
carbonyl radical, with sodium borohydride, 
potassium borohydride or lithium aluminium 
hydride. 

In the case of sodium or potassium boro- 
hydride, the reaction may be carried out in 



75 



80 



85 



90 



95 



100 



an organic solvent, for example a Q_, -alkanol, 
for example methanol, and at a temperature 
of 20 to 120°G, for example under reflux. 
In the case df lithium aluminium hydride, a 
suitable solvent is dry tetrahydroruran or 
ether. The esters used as starting materials 
may be obtained by methods described 
hereinbefore. 

According to a further feature of the 
invention there is provided a process for the 
manufacture of those of the compounds of 
the formula I wherein R l , R*, R 3 , R 4 and R 6 
have the meanings stated above and R 5 stands 
for a radical of the formula — CH 2 OR", 
wherein R" stands for a Ci^-aDcanoyl radical, 
and phairnaceutkally-accepmble salts thereof, 105 
which comprises acylatmg the corresponding 
compound of the formula I wherein R a stands 
for a hydroxymethyl radical. 

The acylation may be carried out in con- 
ventional manner, for example, in the case 
where R* stands for a C-^.-alkanoyl radical, 
the acylation may be carried out by reacting 
the said hydroxy derivative with an acid halide 
or anhydride, for example acetic anhydride, 
optionally in the presence of an organic 
solvent Hie reaction may be accelerated or 
completed by the apphcation of heat. In the 
case where R* stands for a formyl radical, the " 
acylation may be carried out, for example, 
by reacting the said hydroxy derivative with 120 
a Ci_--aJkyl formate, for example cthvl 
formate, which alky! formate may optionally 
be present in excess, in the presence of a 
catalytic amount of an acid, for example 
sulphuric acid or a Lewis acii Alternatively, 125 
the formates may be obtained by reacting the 
said hydroxy derivative with formic acid. Both 
formylation reactions may be accele ra ted or 
completed by the application of heat 
The phamaceutically-acceptable salts of 130 
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30 



the invention are obtained by conventional 
procedures. 

The anti-mflammatory activity of the 
compounds of the invention has been demon- 
strated m two well known tests involving 
adjuvant induced arthritis and carrageenm 
induced oedema in the rat, their analgesic 
activity has been demonstrated in the so-called 
mouse squirm test and in another test involving 
established a rthriti s in rats, and their anti- 
pyretic activity has been demonstrated in a 
standard antipyretic test in rats. The activity 
in these tests depends upon the chemical 
structure of the particular compound being 
15 tested, but generally speaking the compounds 
of this invention show activity at a dose in 
the region 0.5 to 100mg./kg. No toxic effects 
or undesirable side effects have been observed 
in the rat or mouse with the compounds of 
20 the invention, at doses at which the compounds 
show activity in the above-mentioned tests. 

When a compound of the invention is used 
as an anti-inflanmiatoTy, analgesic ox anti- 
pyretic agent in the treatment of warm- 
25 blooded mammals, for example man, for 
example for the treatment of rheumatoid 
arthritis, it is recommended that said com- 
pound be administered orally at a total daily 
dose of 25 to lOOGmg. per 70kg. bodyweight, 
for example as an aqueous or non-aqueous 
solution or suspension or as a dosage unit 
form, for example a tablet or capsule com- 
prising 5 to 250mg. of the said compound. 
Altemativelv, the said compound may be 
35 dosed rectally as a suppository at a total daily 
dose of 25 to lOOOmg. per 70kg. bodyweight, 
or it may be administered topically as 
necessary. 

According to a further feature of the 
40 invention there are provided pharmaceutical 
compositions comprising a compound of the 
formula I, wherein R 1 , R a , R\ R*, R* and R 6 
have the meanings stated above, or a pharma- 
ceuticaHy-acceptable salt thereof, and an inert 
45 pharmaceuticaUy-acceptable diluent or carrier. 
The said pharmaceutical compositions may 
be in the form of, for example, dosage unit 
forms, for example tablets or capsules, or 
suppositories, aqueous or non-aqueous som- 
50 tions or suspensions, sterile injectable aqueous 
or non-aqueous solutions, creams, lotions or 
ointments. The compositions are obtainable in 
a conventional manner using conventional 

diluents and carriers. t m 

The pharmaceutical compositions of the 
invention may contain, in addition to a com- 
pound of the invention, at least one known 
agent having anti-inflammatory and/or 
analgesic activity, for example aspirin, 
paracetamol, codefae, cMoroquine, phenyl- 
butazone, oxyphenbutazone, mdomethacm, 
rnefenamk acid, flufenamic acid, rbufenac, or 
an anti-mflainmatory steroid, for example 
prednisolone. Those compositions intended fox 
6 5 oral adrnimstration may, m addition, optionally 



55 



contain at least one antacid, for example 
aluminium hydroxide, and/or a uricosuric 
agent, for example probenecid. 

The invention is illustrated by the follow- 
ing non-lirmting Examples: — 



60 



70 



>le 1. 



pyrimidm - 4 - yQhydrazine (7g.) was 
suspended in laevulinic acid (25g.), and the 
mixture was heated at 100°C for 1 hour 75 
whilst a stream of dry hydrogen chloride was 
passed through it The mixture was then 
heated for a further 5 hours at 100°C and, 
after cooling, it was diluted with ethyl acetate 
(15QmL). The resulting precipitate was col- 80 
leered by nitration and washed with ether 
(150ml). The solid was suspended in hot 
water (150mL; ca 70°C), and aqueous 
ammonium hydroxide (D= 0.880) was added 
until the pH of die solution was 10. The 85 
resulting mixture was filtered, and, whilst it 
was still hot, the nitrate carefully acidified 
with gferfal acetic acid until no further pre- 
cipitate was obtained. The mixture was 
cooled to room temperature and then filtered. 90 
The solid residue was added to methanol 
(100ml), the mixture heated under reflux for 
30 minutes, and then cooled and filtered. The 
solid residue was crystallised from methanol 
(300ml), and there was thus obtained l-(2- 95 
amino - 6 - methylpyrimidin -» 4 - yl) - Z- 
methylmdol-3-yiacetic ackP, m.p. 15-4 — 155°C. 
(decomposition). 

The hydrazine derivative used as starting 
material was obtained as follows: — IOC 

A mixture of phenylhydrazme (66ml), 2- 
amino - 4 - chloro - 6 - me^ylpyrimidine 
(86g.), and sodium acetate tribydiate (120g.) 
in water (2 1) was heated under reflux for 
16 hours. The mixture was cooled, and 10! 
adjusted to pH 9.0 by the addition of 40% 
w/v aqueous sodium hydroxide. The resulting 
precipitate was collected by filtration, and 
washed successively with water (2 L) and 
ethanol (200ml). The solid was crystallised U( 
from ethanol to give N-phenyi-AT^-arnino- 
6 - methylpyrimidan - 4 - yl)hydrazine, ap. 
173— 174°C 

Example 2. 

A mixture of AT-phenyl-N-(2,6-dichlorc- 11! 
pyrimidm-4^1)hydrazme (30g.) and laevulinic 
acid (50g.) was heated at 100°C for 3 hours 
whilst a stream of hydrogen chloride gas was 
passed through it The mixture was cooled 
and added to water (400mL), and the resulting 121 
rnixtnre filtered to give l-(2,6-dichloro- 
pyTimidin - 4 - yl) - 2 - memyimdol - 3-' 
ylacetic acid, m.p. 205— 207°C 

The hydrazine derivative used as starting . 
material was prepared as follows: — 12 

A mixture of 2,4,6- tiichloropyrimidixie 
(50ml) and phe^lhydrazine (45ml) was 
added to a solution of sodium acetate tri- 
hydrate (lOOg.) in water (270ml) and ethanol 
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(720ml). The resulting mixture was kept at 
room temperature for 3 days. The resulting 
crystalline precipitate was collected by filtra- 
tion, washed with ethanol (100ml) and dried 
5 at 60°C to give ^phenyl-W^e-dichloro- 
pyrirmd^^yl^yd^azine, mp. 114 — 116°C. 

Example 3. 
A mixture of 2-memyl-l-ojimol-4-ylmdol- 

3- ylacetonitrile and 2-methyi-l-quinol-4-yl- 
10 indol-3 -ylacetamide (obtained as described 

below) was dissolved in ethanol (50ml.). 10% 
w/v Aqueous potassium hydroxide (50ml.) 
was added, and the mixture was heated under 
reflux for 15 hours. The solvents were then 
15 evaporated in vacuo, and the residue was 
diluted with water (100ml.). The aqueous 
solution was washed with chloroform 
(3 X 50ml.) and then carefully acidified with 
. 2N-hydrochloric acid to pH 5. The resulting 
20 mixture was filtered and the solid residue was 
washed with water and then dried at 60°G 
There was thus obtained 2-memyl- 1 -quinol- 

4- ylmdol-3-ylacetic acid, m.p. 235— -240 o C 
The mixture of nitrile and amide used as 

25 starting material was obtained as follows: 

A solution of 2-methylindoIine (3.96g.) and 
4,7-oicWoroquimoline (5.91g.) in ethanol 
(100ml.) containing one drop of concentrated 
hydrochloric add was heated under reflux for 

20 4 hours. The solution was cooled, and to it 
was added a saturated solution of sodium 
acetate in ethanol (100ml), followed by water 
(200ml.). The mixture was extracted with 
chloroform (2 X 50ml.), and the combined 

35 extracts were dried (MgSO,) and evaporated 
to give 7^Icm>4-(2^nethylindolin-l -yl)- 
quinoline as a yellow oil f the corresponding 
hydrochloride was obtained m conventional 
manner and had m.p. 248 — 250°C. 

40 (decomposition)]. 

A solution of 7<hloro-4^2-methylindolin- 
l-yl)-quinoline (17g.) in diphenyl ether 
(50ml) containing 10% w/w palladium on 
charcoal catalyst (6.5g.) was heated under 

45 reflux for 3 hours. The mixture was Cooled 
and filtered, and the solid residue was 
extracted with hot chloroform (3 X 50ml; ca 
60°C). The chloroform was evaporated in 
vacuo from the extract. The residue was 
50 chromatographed on a column of chromato- 
graphic silica gel (column dimensions: 
20X 3.5cm.) using a 1:3 v/v mixture of 
diethyl ether and petroleum ether (b.p. 
40 — 60° C) as eiuant The solvents were 
55 evaporated in vacuo from the eluate to give 
4 - (2 - methylindoi - 1 - yI)quinoline, m.p. 
78— 80°C. 

A solution of 4-{2-methyiindol-l -yl> 
quinoline (6g.) in dioxan (50ml.) was added 
60 to 2N-acetic acid (50ml) containing 37% 
w/v formalin solution (1.6g.) and 30% w/v 
aqueous dimerfrylarnine solution (3.2g.). The 



mixture was heated at 80°C for 4 hours. A 
further quantity of 37% w/v formalin solution 
(1.6g.) and 30% w/v aqueous dmethylamine 65 
solution (3.2g.) were then added, and hearing 
was maintained at 80°C. for a further 16 
hours. The mixture was then evaporated in 
vacuo to dryness. 2N- Aqueous potassium 
hydroxide solution (50ml) was added to the 70 
residue, and the mixture was extracted with 
chloroform (3 X 50ml). The combined chloro- 
form extracts were extracted with 4N-hydro- 
chloric acid (3 X 50ml). The combined acinic 
extracts were basified with 40% w/v aqueous 75 
potassium hydroxide solution, and then 
extracted with chloroform (3 X 50ml.). The 
combined chloroform extracts were dried 
(MgS0 4 ) and evaporated to yield an oil 
(6.8g.). To a solution of the oil in dry ethanol 80 
(50ml) was added methyl iodide (3ml), and 
the solution was stirred at room temperature 
for 20 hours. The precipitate which formed 
was filtered off and dried at 60°C to give 
N - (1 - quinol - 4 -yl - 2 - methylindoi - 3- 85 
ylmemyl)trimemylammonium iodide, m.p. 
213 — 215°C. (decomposition). 

A mixture of AKl-qumoI-4-yl-2-methyJ- 
indol - 3 - ylmethyl)trimethylarnmoiiium 
iodide (6.5g.), potassium cyanide (10g.), 2- 90 
methoxyethanol (50mi) and water (50ml) 
was heated under reflux for 20 hours. The 
mixture was then cooled and diluted with 
water (150ml), and the resulting mixture 
extracted with ethyl acetate (3 X 50ml.). The 95 
combined extracts were dried (MgSO*) and 
evaporated in vacuo to give a mixture of 2- 
methyl - 1 - quinol - 4 - yHndol - 3 - yi- 
acetonitrile and 2-memyl-l-quinol-4-ylindoi- 
3-ylacetamide. iq$ 

Example 4. 
A mixture of ethyl l-quinazolm-4-ylindolh> 
3-ylacetate (2.6g.) and 10% w/w palladium 
on charcoal catalyst (1.3g.) in diphenyl ether 
(20ml) was heated under reflux for 30 105 
minutes. The mixture was cooled to room 
temperature, mixed with diethyl ether (50ml) 
and filtered through diatomaceous earth. The 
solid residue was washed with diethyl ether 
(50ml). The combined diethyl ether solution 110 
was evaporated in vacuo, and the residue was 
chromatographed on silica gel (ca 150g.) using, 
as eluan^ petroleum ether (b.p. 40 — 60°C) 
containing an increasing proportion of diethyl 
ether. Diphenyl ether was recovered from the 115 
first fractions (rich in petroleum ether). 
Evaporation in vacuo of later fractions gave 
a syrup which crystallised from a mixture of 
diethyl ether and petroleum ether (hp. 
40— <50°C) to give ethyl l-qinnazolin-4- 120 
yUndol-3-ylacetate, m.p. 65— 67°G 

In a similar manner, starring with the 
appropriate indoline derivative, there were 
obtained the following compounds: — 
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R 1 


Characteristic 
Properties 


qumazolin-4-yl 


m.p. 121— 123°C 


benzthiazol-2-yl 


m.p. 158— 160°C 


4-methyl-2-phenylpyrinridin-6-yl 


m.p. 160-162°C. 


quinol-4-yl 
(It should be noted that this 
product was obtained from the 
corresponding 7-chloroquinol-4ryl 
derivative described below; 
Le, the 7-chlorme substxtuent was 
removed during the reaction). 


NMR: —OCHa, t6.15 
Shown to be pure on thin layer 
chromatography (TLQ on silica 
gel; elution with 1:1 v/v 
ether petroleum ether, 
b.p. 40-^0°C* 


quinol-2-yl 


NMR: — OCH3, *6.12 
Shown to be pure on TLC 
(system as above) 



* ^Hereinafter referred to as system A. 



The ethyl l-quinazolm^yl^olin-4-yi- 
acetate used as starting material in this 
Example was obtained as follows: — 

5 A mixture of 4-chloroqumazoline (2.3g.) 
and ethyl mdolm-3-yiacetate (2.6g.) in 1,2- 
dimethoxyethane (30mL) was heated under 
reflux for 15 minutes. The mixture was cooled 
and filtered, and the solid residue was dis- 

10 solved in ice-water (4QmL). To the solution 
was added saturated sodium acetate solution 
(lOmL), and the mixture was extarcted with 
ethyl acetate (X 5QmL). The combined extracts 
were dried (Na,S0 4 ), and the solvent eva- 

15 porated in vacuo to give ethyl 1-quinazolin- 
4-ylindolin-3 -^ylacetate as a syrup which was 
proved to be pure by TLC (system A). 

The ethyl 5-methoxy-2-methyl--l - 
quinazolin - 4 - ylmdolin - 3 - ylacetate (m.p.. 

20 126 — 128°C) used as starting material was 
prepared in analogous fashion from ethyl 5- 
inethu>^-2-methylirBdoliii-^ -yl acetate. 

The ethyl 5-memoxy-2-rnethyl-l-(4- 
methyl - 2 - phmylpyrimidin -» 6 - yi)indolin- 

25 3 -ylacetate used as starting material in this 



Example was obtained as follows: — 

A mixture of ethyl 5-methoxy-2-methyl- 
indolm-3-ylacetate (2.0g.), 6<moro-4-methyl- 
2-phenyrpyrirniome (1.76g.) and concentrated 
hydrochloric acid (0.5ml.) in ethanoi (50mL) 30 
was heated under reflux for 5 hours. The 
solution was cooled, saturated sodium acetate 
solution (3mL) was added, and the mixture 
was concentrated in vacuo. The residue was 
diluted with water (30mL) and extracted with 35 
ethyl acetate (3x30mL). The combined 
extracts were washed with water and then 
dried (Na^SO*), and the solvent was eva- 
porated in vacuo at ca 50°C to give ethyl 
5 - methoxy - 2 - methyl - 1 - (4 - methyl- 40 
2 - phenylfjyrimidih - 6 - yl)mdolin - 3- 
ylacetate as a syrup. This was shown to be 
pure by TLC (System A) and by NMR 
spectroscopy (OCH» at 6.23t). : 
In a similar manner, starting with the 45 
appropriate chloroheterocyclic cornpound, the 
following indoline starting materials were 
obtained: — 
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(m) 





Characteristic 
Properties 


quinol-2-yl 

7-chIoroquinol-4~yl 

benzthiazol-2-yl 


NMR: — OCHa, t6.20 
Shown to be pore 
on TLC (System A) 

NMR: —OCHs, t6.18 
Shown to be pure 
on TLC (System A) 

m.p. 91— 93°C. 



A 
5 - 



DIM 



Example 5. 
re of ethyl l-{7^oroquinol-4-yl}- 
aoxy - 2 - methyiindolin - 3 - yi- 
(7.0g.) and ^3,5,&*ttrachloro-l,4- 
benzoquinone (5.6g.) in dry xylene (50mL) was 
heated under reflux for 1.5 hours. The mixture 
was then cooled and filtered. The filtrate was 



5 acetate 



washed successively with cold 2N-sodium 
10 hydroxide solution (2X30mL) and water 
(2 X 50ml.). The organic layer was dried 
(MgS0 4 ) and evaporated in vacua to dryness, 
and the residue (dissolved in the mfnurmm 
volume of diethyl ether) was adsorbed on a 
15 column of chromatographic silica gel (column 
dimensions: 15 x3.5cm.). The column was 
eluted with a 1 : 3 v/v mixture of diethyl ether 
and petroleum ether (b.p. 40 — 60°C), and 
the ehmte was evaporated in vacuo to give 



20 



« M Jill*] 



- 4 - yi) - 5- 



ethyl 1 - (7 - chloroqi 
methoxy - 2 - rnemylmdol - 3 - ylacetate as 
a yellow oil, NMR: — OCHs, r6.12. 

The preparation of the indodine derivative 
used as starting material is described in 
25 Example 4. 

Example 6. 
2N-S odium hydroxide (50ml.) was added 
to a solution of ethyl l^-^Woroquinol-4-yl)- 
5 - methoxy - 2 - methylindol - 3 - ylacetate 

30 (2g.) in ethanol (50ml), and the mixture was 
heated at 80°C for 15 minutes. The ethanol 
was evaporated in vacuo, and the residue was 
diluted with water (50mL). The resulting 
mixture was filtrml, and the solid residue was 

35 dissolved in water (3QmL). The solution was 









win 


itiil 



filtered off and dried at 60°C There was 
thus obtained l^^oroqumol-4-yi>5- 
40 memoxy-2-memylmdol-3 -yiacetic add, m.p. 
248— 250°G 



Example 7. 
A mixture of ethyl 5-methoxy-2-methyl- 

1 - qumol - 4 - yiindol - 3 - ylacetate (1.8g.), 
ethanol (25ml.) and 2N-potassmm hydroxide 
(25ml.) was heated under reflux for 15 
minutes. Most of the ethanol was then eva- 
porated in vacuo, and the residue was diluted 
with water (100ml.). The resulting mixture 
was filtered and the filtrate acidified to pH 
5 with 2N-hydrochloric acid. The resulting 
mixture was filtered, and the solid residue 
was washed with water (2 X 20ml.) and dried 
at 60° C There was thus obtained 5-methoxy- 

2 - methyl - 1 - quinol - 4 - yiindol - 3- 
yiacetic acid, mp. 262— 265°C. 

Similarly, from ethyl 5-methoxy-2-methyl- 
l-qumol-2-yiindol-3-ylacetate there was 
obtained 5 - methoxy - 2 - methyl - 1- 
quinol - 2 - yiindol - 3 - ylacetic acid, m.p. 
173— 175°C, and! from ethyl 5-methoxy-2- 
methyl - 1 - quinazolin - 4 - yiindol - 3- 
ylacetate there was obtained 5-methoxy-2- 
methyl - 1 - quinazolin - 4 - yiindol - 3- 
ylacetic acid monohydrate, m.p. 101— 103°C. 



Example 8. 

The method described in Example 4 was 
carried out using ethyl 5-methoxy-2-methyl- 
1 - (2 - phenylquinol -*4 - yl)indolin - 3- 
ylacetate as starting materiaL There was thus 
obtained ethyl 5 - methoxy - 2 - methyl - 1- 
(2 - phenylquinol - 4 - yl)indol - 3 - ylacetate, 
NMR: — OCH 3 t6. 12. The product was 
shown to be pure by TLC on silica gel; 
elntion with 5 : 1 ether: petroleum ether (b.p. 
40— 60°C). 

The indoline derivative used as starting 
material was obtained by the method described 
above in respect of compounds of the formula 
XII, and it had NMR: — OCH 8 r6.15. It 



45 



50 



55 



60 



65 



70 



75 



80 
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was shown to be pure by TLC on silica gel; 
ehition with 1 : 1 ether: petroleum ether (b.p. 
40^-6O°G). 

Example 9. 

5 In a similar manner to mat described in 
Example 5, starting with methyl l-{7-chloro- 
quinol - 4 - yl) - 2 - methylindolin - 3- 
ylacetate, there was obtained methyl l-(7- 
chloroquinol - 4 - yl) - 2 - memyMndol - 3- 

10 ylacetate as an oil, NMR: — OCHa t6.21. 

In a similar manner, using 2,3-dichloro- 
5,6-dicyano-l,4-bea2oqunione instead of 
2,3,5,6 - tetrachloro - 1,4 - benzoquinone, 
from ethyl 1 ^6-diloro-4-memylqxiiiiol-2-yl)- 

15 5 - methoxy - 2 - methylindolin - 3 - yl- 



acetate, mere was obtained ethyl l-{6-chloro- 
4 - roethylquinol - 2 - yl) - 5 - medioxy - 2- 
methylindol-3-ylacetate, m.p. 137 — 138°G, 
and from ethyl l-(7KMoro-2-dnethylquhiol-4« 
yl) - 5 - medioxy - 2 methylirKfolin -3-20 
ylacetate there was obtained ethyl l-(7- 
chloro - 2 - memylqninol - 4 - yl) - 5- 
methoxy - 2 - methyiindal - 3 - ylacetate as 
an oil, NMR: — OCHs r6.17. 

The following mdoline derivatives used as 25 
starting materials were prepared in a shnflar 
manner to theat described in Example 4 for 
the preparation of ethyl 5 -methoxy-2-methyi- 
1 - (4 - methyl - 2 - phenylpyrimidin - 6- 
yl)indolin-3-ylacetate: — 30 



R 1 


R 7 


Re 


Characteristic 
properties 


7-chloroquinol-4-yl 


-OCH3 

* 


H 


NMR —OCH3 t6.22 
Shown to be pure by 
TLC* 


6-chloro-4-methyl- 
quinol-2-yl 


— OCH 2 GH 3 


OCH3 


NMR — OCH3 r 6.15 
Shown to be pure by 
TLC* 


7-chloro-2-methyl- 
(minol-4-yl 


— OGH 2 CH 3 


OCH 3 


NMR —OCHs t6.18 
Shown to be pure by 
TLC* 



*System A. 



Example 10. prepared from the appropriate methyl or ethyl 35 

In analogous manner to that described in ester: — 
Example 7, the following compounds were 
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R l 


R 8 


Characteristic properties 


7<hloroquinazohJi-4-yl 


methoxy 


m.p. 94— 95 °C (hemihydrate) 


6-<^oro-4-methyl-quinol- 
2-yi 


methoxy 


m.p. 226— 227 °G (monohydrate) 


7-chloto-2-mediyl- 
quinol-4-yl 


methoxy 


m.p. 258— 259°C 


7-cMoit>qumol-4-yl 


H 


m.p. 113 — 115°C (hwnihydrate) 


7-chlQrodnnn1in-4-yl [ 


methoxy 


m.p. 190— 193 °C (dec) 


quinazolin-4-yl 


H 


m.p. 240— 241 °C (dec) 



Example 11. 
A solution of methyl 1 -(7-chlorocinn0iin-4- 
yl) - 5 - methoxy - 2 - methylmdoiin - 3- 
5 ylacetate (7.9g.) in dry 1,2-dimemoxyethane 
[80mL; dried over sodium alumino-silicate 
(molecular sieve type 4A; obtainable from 
BDH Chemicals Ltd., Poole, England)] was 
mixed with a solution of 2,3-dichloro-5 5 6- 
10 dicyano-l,4-benzoqumone (4.5g.) in dry 1,2- 
dimemoxyethane (30mL). The solution was 
heated under reflux for 20 minutes and then 
evaporated in vacuo. The residue was 
extracted with chloroform (5 X 50ml). Evap- 
oration of the extracts gave an oil, which 
was purified by chromatography on silica gel 
(350g.), using ether as eluant, to give methyl 
1 - (7 - chlorodnnolin - 4 - yl) - 5 - methoxy- 
2-memylmdol-3-ylacetat3e as a red syrup, 
20 homogeneous by thin kyer chromatography 



15 



(ether: silica gel) [hereinafter referred to as 
system C], and having a satisfactory NMR 
spectrum (5— OCHj, r6.13). 

In a similar manner there were obtained 
from the appropriate indolme derivatives: 25 
methyl 1 (7 - cWoroquinazolin - 4 - yl)- 
5 - methoxy - 2 - methylindol - 3 - ylacetate 
(nxp. 112— 114°C), methyl l-(6,8-dicfaloro- 
qufinazojin - 4 - yi) - 5 - methoxy - 2 - methyl- 
indol-3-yiacet3ate (m.p. 135— 137°C.)> and 
methyl 2 - methyl - 1 - quinazolin .4-30 
ylindol-3-yi acetate [syrup, pure by TLC . 
(systems A and C) and NMR spectroscopy 

(— oca,T«.i)]. 

The indoline derivatives used as starting 
materials were prepared in a similar manner 35 
to ethyl l-qumaxolm-4-ylindoIm-3-ylacetate 5 
as described in Example 4: — 
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(«n) 



R 6 


R 1 


Characteristic properties 


CH a O 


7-cfalorocinnQlin-4-yl 


orange syrup; KMR: — 0CH 8 
at 6.15t; shown to be 
pure by TLC (System C) 


CHjO 


7-chloro quinazoiin-4-yl 


yellows yrup; NMR: — OCH 3 
at 6. 13r; shown to be 
pure by TLC (System A) 


H 


quinazolin-4-yl 

• 


yellow solid; m.p. 109— 
110°a;purebyTLC 
(Systems A and Q 


CH a O 


6,8-dichloroquinazolin-4-yl 


yellow syrup; pure by TLC 
(Systems A and C) 



Example 12. 
5 - Methoxy - 2 - methyl - 1 - quinol - 4- 
ylindol-3-ylacetic acid (2g.) in methanol 

5 (30mL) containing concentrated sulphuric acid 
(1 ml.) was refluxed for 2 hours. The resulting 
red solution was treated with saturated 
methanolic sodium acetate solution (30ml.) 
and the methanol then evaporated in vacuo. 

10 The residue was diluted with water (50ml.) 
and extracted with diethyl ether (2x30mL). 
The ether extracts were dried (MgS0 4 ) and 
evaporated, to yield methyl 5-roethoxy-2- 
methyl - 1 - quinol - 4 - ylindol - 3 - yhcetate, 

15 m.p. 103— 105°C. 

Example 13. 
Ethyl 5 - methoxy - 2 - methyl - 1 - (2~ 
phenylquinol - 4 - yBindbl - 3 - ylacetate 
(2.1g.) in ethanol (20ml.) and 2N-sodium 

20 hydroxide solution (20ml.) was refluxed tor 
0.25 hour. Most of the ethanol was removed 
in vacuo and the residue was diluted with 
water (50ml.). The resulting mixture was 
filtered, and the residue was washed with 

25 water and dified at 60°C to give 5 -methoxy- 
2 - methyl- 1 - (2 - phenylquinol - 4 - yly 
mdol-3-ylacetic acid sodium salt monohydrate, 
nxp. 179— 180°C. 



30 



Example 14. 
A mixture of l^-cHoroqiiinc4-4-yl)-5- 
jnethoxy - 2 - methyiindolin - 3 - ylacetic 
acid (lg.) and 2^,5,6^t«rachloro-l,44jenzo- 
qumone (lg.) in dry xylene (50mL) was 
refluxed for 2 hoars. The solvent was removed 



in vacuo and the residue adsorbed on a 35 
column of chromatographic silica gel (50g.). 
The column was eluted with chloroform con- 
taining increasing amounts of methanol (start- 
ing with pure chloroform, and then using, 
increments of 1% v/v of methanol in chloro- 40 
farm; product mainly eluted with 5% 
methanol in chloroform) to give l-{7-chloro- 
quinol - 4 - yl) - 5 - methoxy -* 2 - methyl- 
indol-3-ylacetic acid, m.p. 248— 250°G 

The indoline derivative used as starting 
material was prepared from ethyl 1-^7-chloro- 45 
quinol - 4 - yl) - 5 - methoxy - 2 - methyi- 
indolin-3 -yl acetate in a similar manner to that 
described in Example 7; it had m.p. 
248— 250°C 

50 

Example 15. 
A solution of methyl l-(7-Kmloroquinazolin- 
4 - yl) - 5 - methoxy - 2 - methyiindolin - 3- 
yiacetate hydrochloride (2.1 5 g.) in dry 
dimethylformamdde {50mL; dried with 55 
calcium hydride) was treated with 2,3- 
dkhloro - 5,6 -t dicyano - 1,4 - benzoquinone 
(1.2g.). The mixture was heated on a steam 
bath for 2 hours and then an additional por- 
tion of the benzoquinone derivative (0.6g.) 60 
was added. After further heating for 1 hour, 
the solution was poured into water (500ml) 
containing anhydrous sodium acetate (10g.). 
The mixture was extracted with chloroform 
(3XlC0mL) and the solid residue, at the 65 
solvent interface, discarded. The chloroform 
extracts were washed successively with water, 
saturated sodium bicarbonate s olut ion, water 
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and brine, and then dried (MgS0 4 ). Evapora- 
tion of the solution gave an oH, which was 
purified by chromatography on silica gel 
(lOOg.) in an increasing gradient of ether in 

5 petroleum ether (b.p. 40— 60°C.) (polarity 
increased by incremental addition of 10% v/v 
ether) to give methyl l-(7 -chloroquinazolin- 
4 - yi) - 5 - methoxy - 2 - methylindol - 3- 
ylacetate as a yellow solid, m.p. 112 — 114°C 

10 The starting material was prepared as 
follows:— 

A mixture of methyl 5-methoxy-2-methyl- 
mdolm-3-yiacetate (9.5g.) and 4,7^chloro- 
qumazoline (8.0g.) in dry 1,2-dimemoxyethane 

15 (lOOmL; dried over sodium alumino-smcate, 
see Example 11) was heated under reflux for 
1 hour. The mixture was cooled to 20— 25°G 
and the resulting mixture filtered to give 
methyl 1 - (7 - chloroquinazolin - 4 - yVy 

20 5 - methoxy - 2 - methyfindoHn - 3 - yl)- 
acetate hydrochloride, nxp. 188 — 190°C. 
(decompoation). 

Example 16. 
A stirred suspension of sodium hydride 

25 (024g.) in dry dimemylformamide (20mL; 
dried with calcium hydride) was treated at 
5 — 10°C with a solution of ethyl 2-methyl- 
5-methoxyindol-3-yiacetate (2.3g.) in dry 
dimemylformamfide (lOmL). The mixture was 

30 stirred at 25— 30°C for 15 minutes, and the 
solution obtained was treated with a freshly 
prepared solution of 4-chIaroquinazoline 
(l.<55g.) in day dhnethylformamide (lOmL). 
The mixture was stirred at 30 — 40°C for 

35 4 hours, and then poured into water (500mi). 
The mixture was extracted with ethyl acetate 
(4X lOOmL) and the extracts washed succes- 
sively with water (2 X 100ml.) and brine 
(100mL), and then dried (sodium sulphate). 

40 Evaporation of solvent gave an oil which was 
purified by chromatography on silica gel 
(250g.) using an increasing gradient of ether 
in petroleum ether (b.p. 40 — 60°C) (the 
polarity increased by incremental addition of 

45 10% v/v ether) to give ethyl 5-methoxy-2- 
m ethyl - 1 - (quinazolin - 4 - yi)indol - 3- 
ylacetate, m.p. 121— 123°C. 

In a similar manner there was obtained 
methyl 1 - (7 - chloroquinazolin - 4 - yl>- 

50 5 - methoxy - 2 - methylindol - 3 - ylacetate, 
m.p. 112— 114°C, from the appropriate 
starting materials. 

Example 17. 
A solution of ethyl laevulinate p-methoxy- 
55 pheoyl-hydrazone (2.64g.) in dry 1,2- 
dimethoxyethane (30mL; dried over sodium 
alummo-siheate, see Example 11) was treated 
with a solution of 4-chloroquinazoline (1.7g.) 
in dry 1,2-dimemoxyethane (20ml). The 
60 resulting solution was heated under reflux 
for 4 hours and then concentrated m vacuo. 



To the residue was added a saturated solution 
of sodium acetate (30ml.), and the mixture 
was extracted worn ethyl acetate (50mL). The 
aqueous phase was separated and further 65 
extracted with ethyl acetate (3X50mL). The 
combined ethyl acetate extracts were washed 
successively with water (50ml.), saturated 
sodium bicarbonate solution (50mL), water 
(50ml.) and brine (50ml.), and then dried 70. 
(magnesium sulphate) and evaporated in vacuo. 
The residual syrup was chromatographed on 
silica (300g.) using an increasing gradient of 
ether petroleum ether (b.p. 40— 60°G) 
(polarity increased by inarementnl addition of 75 
10% v/v ether) to give ethyl 5-methoxy-2- 
methyi - 1 - (quinazolin - 4 - yl)indol - 3- 
yhcetate, m.p. 121— 123°C. 

In a similar manner mere was obtained 
methyl 2 - methyl - 5 - methoxy - 1 - (7- 80 
chloroquinazolin - 4 - yl)indol - 3 - ylacetate, 
m,p. 112 — 114°C, from the appropriate 
starting materials. 

Example 18. 
A mixture of laevulinic acid (15g.) and 85 
acetaldehyde N A - (7 - chloroquinazolin - 4- 
yl) - p - methoxyphenylhydrazone hydro- 
chloride (3.3g.) was heated at 95 — 100°C. for 
18 hours. The mixture was poured into water 
(ca 300mL), and the precipitated pale yellow 90 ■ 
solid was collected by filtration and dissolved 
in a mixture of water (80ml.) and ammonia 
solution (specific gravity 0.88, ca 5ml.> The 
solution was washed with ethyl acetate 
(2X25mL). Addition of sodium chloride (ca 95 
10g.) to the aqueous phase caused a yellow 
solid to precipitate. This was collected by 
filtration, and then dissolved in water. The 
solution was acidified with glacial acetic acid 
until precipitation was complete. The mixture 100 
was filtered to give, as solid residue, 2-metbyl- 
5 - methoxv - 1 - (7 - chloroquinazob'n - 4- 
yl)indol-3-vlacetic acid monohydrate, m.D. 
98— 100°C. 

The starting material was obtained as 105 
follows: — 

To a solution of 4,7-dichloroquina2oline 
(2.0g.) in dry 1,2-diimerhoxyethane (50m!.; 
dried over sodium alumina-silicate, see 
E x a m ple 11) was added acetaldehyde P- 110 
methoxyphenylhydrazone (1.6g.), and the 
mixture was heated under reflux for 30 
minutes. The mixture was cooled to ca 25 °C 
and the precipitate of acetaldehyde N l -(7- 
chloroqumazohn - 4 - yl) - p - methoxy- 115 
phenylhydrazone hydrochloride, m.p. 
193— 195°C. (decomposition^ was collected 
by filtration. 

Example 19. 
In an analogous manner to that described J 20 
in Example 4, the following compounds were 
prepared: — 
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ft 1 



(txuj) 



Compound 

number 
(see below) 



R 1 



R 6 



R 6 



Characteristic 
Properties 



CD 



(2) 



quinazolin-4~yl 



6-methoxy-4-methyl- 
quinol-2-yl 



(3) 



(4) 



7-methylquinol-4-yl 



ilin-2-yl 



methoxy 



ammo 



methoxy 



methoxy 



methoxy 



methoxy 



m.p. 142— 145°C. 



NMR: --OCH3 at 6.1 t; 
pure by TLC 
(on silica gel: 
elution with ether; 
petroleum ether 
petroleum ether 
(b.p. 4O-60°G) 
1:3)°* 

NMR: 5 — OCH 3 at 
6. It; pure by TLC 
(System Q 

m.p. 110— 112°C 



*TLC system hereinafter referred to as system D. 



The indoline derivative used as starting 
material in the preparation of compound (1) 
above, i.e. methyl 5-dimethylamino-2-methyi- 

5 1 - quinazolin - 4 - ylindoJin - 3 - ylacetate, 
was prepared as follows: — 

A solution of methyl l-acetyl-2-methyl- 
indolin-3-ylacetate (6.83 g.) on concentrated 
sulphuric acid (45 ml.) was cooled to 0°C 

10 and a solution of sodium nitrate (2.67 g.) in 
concentrated sulphuric acid (20 mL) was 
added dropwise during 0.5 hr. The mixture 
was stirred at 0°C for a further 0.5 hr and 
then poured onto ice (300 ml.). The resulting 

15 precipitate was filtered and washed well with 
water. Crystallisation from methanol gave 
methyl 1 - acetyl - 2 - methyl - 5 - nstro- 
indolin - 3 - ylacetate, nxp. 106°C. 
A solution of this nitro derivative (12.3 g.) 

20 in methanol (4O0 mL) containing 37% w/v 
formalin solution (7 ml) was shaken with 
10% w/w palladium on charcoal (10.5 g) 
in an atmosphere of hydrogen at room tem- 
perature and atmospheric pressure. The 

25 hydrogen uptake was 5150 mi After hydro- 
genation, the catalyst was filtered off and the 
filtrate evaporated in vacuo. The residue was 
crystallised from benzene to give methyl 1- 
acetyl - 5 - <fimethyiamino - 2 - methyl- 

30 mdoiin-3-yiaceiate, m.p. 122°C 



A solution of mis dimethyl amino derivative 
(8 g.) in methanol (125 mi) was remixed for 
1 hour whilst a stream of hydrogen chloride 
gas was passed through it. Anhydrous sodium 
acetate (5 g.) was added to the reaction mix- 35 
ture, and the bulk of the methanol removed 
in vacuo at 40°C 

The residue was dissolved in ether (50 mL), 
and the solution was washed successively with 
saturated aqueous sodium acetate solution 40 
(20 ml.) and water (20 ml.). The ethereal 
solution was dried (MgS0 4 ) and evaporated 
to yield methyl 5-drmem^ammo-2-methyl- - 
indoiin-3 -ylacetate as an oil, shown to be pure 
by TLC (System Q. 45 

This indoline derivative was then reacted 
with 4-chlorcqiiinazoMne in a similar manner 
to that described m Example 4 for the pre- 
paration of ethyl l-quma^lin^ylindolin-3- 
yiacetate, and there was obtained methyl 5- 50 
dimethylamino - 2 - methyl - 1 - quinazolin- 
4-yEndolin-3 -ylacetate, as a syrup which was 
shown to be pure by TLC {systems A and 

The indoline derivatives used as starting 55 
materials in the preparation of compounds (2) 
and (3) in the above table were prepared in 
a similar maimer to that described in Example 
4 for ethyl 5ncietnoxy-2-memyi-1^4-methyl- 
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2 - phenylpyrimidin - 6 - yi)indolin - 3- 
ylacetate. Both compounds had NMR: 
— OCHq at 6.2r, and both were shown to be 
pure by TLC (systems A, C and D). 

5 . The linriolinp derivative used as staiting 
material in the preparation of compound (4) 
in the above table was prepared as follows : — 
Anhydrous sodium acetate (3.6 g.) was 
added to a mixture of methyl 5-methoxy-2- 

10 methyiinddin-3-ylacetate (8.0 g.) and 2,3- 
dichloroqumoxalme (6.8 g.) in diemylene- 
gjycol dimethyl ether (150 mL), and the mix- 
tore was heated under reflux tor 12 hrs. The 
mixture was then cooled and poured into 

15 water (800 mL), and the aqueous suspension 
was extracted with ethyl acetate (3X50 ml.). 
The combined extracts were washed succes- 



sively with water (4X30 mi) and a saturated 
aqueous solution of sodium chloride (50 ml), 
and then dried (MgS0 4 ) and evaporated. The 
resultant syrup was chromatographed on 
chromatographic silica gel (ALF.G, 300 g.) 
using an increasing gradient of diethyl ether 
in petroleum ether (b.p. 40^-60°G) (polarity 
increased by incremental addition of 10% 
v/v ether.) The combined eiuate was eva- 



2 - yi) - 5 - methoxy - 2 - memylindolm - 3- 
yla cet a te, m.p. 155— 157°C 

Example 20. 
In analogous manner to that described in 
Example 7, the following compounds were 
prepared from the appropriate methyl or ethyl 



i 



1 



20 



25 



30 



Characteristic properties 



6- chlaroquinol-2-yl 
8-chloroquinol-4-yl 

7- bromoquinol-4-yl 
7-methoxyquinol-4-yl 
7-methylquinol-4-yl 

6- methDxy-4-methylquinol-2-yl 

isoquinal-l-yl 
7n±loro quinazolin-4-yl 

7- rrifluoromethylquhiol"4-yl 
6,7^chloroo^nnol-4-yl 
6-chloro-4-phenylquinazolin-2-yl 



methoxy 

methoxy 

methoxy 

methoxy 

methoxy 

methoxy 

methoxy 

methyl 

methoxy 

methoxy 

methoxy 



m.p. 193— 195 °C 

m.p. 272—273 °C (hemihydrate) 

rap. 251— 253 °C (hemihydrate) 

rap. 123— 125 °C (hernihydrate) 

tap. 26&-2769°C. 

m.p. 108— 110 °C (hemihydrate) 

m.p. 195 °C (riemihydrate) 

rap. 115— 118°C 

m.p. 180— 182 °C 

iap. 258— 260 °C 

rap. 98 — 100°C. (monohydrate) 



Example 21. 
In an analogous manner to that described 
in Example. 11 the following compounds were 
prepared from the appropriate starting 



materials using either 2,3-dichloro-5,6- 40 
m"cyano-l,4-bcn^umone (DDQ) or 2,3^,6- 
tetrachloro-l,4-ben2oqumone(CA) : — 
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ch ecu 7 



"5 



R l 



7- cMoroqumazolin-4-yl 

6- chloroquinol-2-yl 

8- chloroquinol-4-yl 

7- bromoquinol-4-yl 



6-chloro-4-phenyl- 
quinazolixt-2-yl 

6,7-dichloroquinol-4-yl 



7-trifluoromethyl- 
quinol-4-yl 



7-memoxyquinol-4-yl 



isoquinol-l-yl 



R 7 



xy 



methoxy 
methoxy 

methoxy 

ethoxy 
methoxy 

methoxy 

methoxy 

methoxy 



R 6 



Characteristic 
properties 



Qumone 



methyl NMR: — CH 8 at 7 .6t; 
pure by TLC 
(System A). 

methoxy mp. 104— 105 °C 

methoxy NMR: 5— OCH 3 at 

6. 18tj pure by TLC 
(System C) 

methoxy NMR: 5— -OCH s at 

6.20r; pure by TLC 
(System C) 

methoxy 1 m.p. 143— 144 °G 



methoxy NMR: 5— OCH 8 at 

6.15t; pure by TLC 
(Systems A and Q 

methoxy NMR: 5— OCH 3 at 

6.20t; pure by TLC 
(Systems A and Q 

methoxy NMR: 5— OCH a at 

6. 18t; pure by TLC 
(System Q 

methoxy NMR: 5— OCH 3 at . 

6.22t; pure by TLC 
(Systems A and C) 



DDQ 

DDQ 
DDQ 

DDQ 

DDQ 
DDQ 

DDQ 

CA 



CA 



10 



The starting material used in the prepara- 
tion of the first compound in the above table, 
i.e. methyl 1^7-chloroqumazolm-4-yl)-2^- 
dimethylindolin-3 -ylacetare, was obtained in 
an analogous manner to that described in 
Example 4 for the preparation of ethyl 1- 
quinazolin - 4 - ylindolin - 3 - yl acetate. The 
compound had NMR: — CH 3 at 7.6r and 
was shown to be pure by TLC (Systems A 
and B). 



The indoline derivatives used as starting 
materials in the preparation erf all of the other 
compounds in the above table were prepared, 
in analogous mnrmer to mat described in 
Example 4 for the preparation of ethyl 5- 
methoxy - 2 - methyl - 1 - (4 - methyl - 2- 
phenylpyrimidEn - 6 - yl)indolin - 3 - yl- 
acetate, and they have the following 
characteristic properties : — 



15 



20 



19 



1,356,834 



19 



ay 




R 1 



R 7 



Characteristic properties 



8-chl 





Hill 




n 





ol-4-yl 



7-bronu>quinol-4-yl 

6-cMorc^phenyl-quina2olin-2-yl 
6,7KUchlorwruincW-yl 



7-triflu 



iyl-quinol-4-yl 



7-methoxyquinol-4-yl 



isoquinol-l-yl 



methoxy 
ay 



m.p. 128— 130 °C 

NMR: 5— OCH 8 at 6.20r; 
pure by TLC (System Q 



methoxy 


NMR: 5— OCH, at 6.18t; 
pure by TLC (System C) 


ethoxy 


m.p. 174— 175°G 


methoxy 


NMR: 5-OCH 3 at 6.15t; 
pure by TLC (Systems A and Q 


methoxy 


NMR: 5— OCH 3 at 6.20t; 
pure by TLC (Systems A and C) 


methoxy 


NMR: 5— OCH, at 6.17t; 
pure by TLC (System Q . 


methoxy 


NMR: 5-OCH 3 at 6.20r; 
pure by TLC (System A and Q 



Example 22. 
In a similar manner to that described in 
Example 17, but starting with ethyl a- 
5 methyila evulinate p-methoxyphmyihydrazone, 
mere was obtained ethyl or-[l-(7-chloro- 
quinazoHn - 4 - yl) - 5 - methoxy - 2 - methyl- 
indol-3-yl] propionate as a viscous syrup 
which was pure by TLC (System C) and 
10 had NMR: —OCH 3 at 6.20r. 



Example 23. 
In a similar manner to that described in 
Example 18, (but the ammonium safe was 
not isolated in every case) the following com- 
pounds were obtained from the appropriate 
phenylhydrazone derivatives : — 



15 



R l 


R 6 < 


Characteristic properties 


7-fiuoroquinazolin-4-yl 

7- bromoqumazolin-4-yl 

8- cMoroquinazolin-4-yl 
7-methylquinazolin-4-yl 
7-chloroquinazolin-4-yl 
2-methylquinazoKn-4-yi 


methoxy 

methoxy 

methoxy 

methoxy 

methyl 

methoxy 


m.p. 90— 93 °C. (hemihydrate) 
m.p. 104— 106 °C. (hemihydrate) 
m.p. 102— 105 °C (hemihydrate) 
m.p. 95— 100 °C. (monohydrate) 
m.p. 115— 118°C 
m.p. 97— 99 °Q (hemihydrate) 
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In a similar manner, using a-metbyl- 
laevulinic acid and acetaldehyde N^-chloro- 
quinazofin - 4 - yl) - p - memoxyphenyl- 
hydrazone hydrochloride as starting materials, 
there was obtained oHfl^-^hlorotniinazolin- 
4 - yl) - 5 - methoxy - 2 - methylindol - 3- 
yl]propianic acid, m.p. 110-— 112°G 



The following hydrazone derivatives, used 
as starting materials in preparing the indole 
derivatives described in mis Example (except 
for the last, in respect of which see Example 
18), were prepared in a similar manner to mat 
described in Example 18 : — 



10 



(«v) 



R 1 


R 8 


Characteristic properties 


7-fluoroqumazolin-4-yl 

7-bromoquinazolin-4-yl 
S-duoroqumazolin^yl 

7-methoylquinazolin-4-yl 
7-chloroquinazolin-4-yl 

2-memylquinazolin-4-yl 


methoxy 

• 

methoxy 
methoxy 

methoxy 
methyl 

methoxy 


NMR: — OCH 8 at 6.13x; 
pure by TLC (Systems A andD) 

m.p. 156— 158°G 

NMR: — OCH 3 at 6.20t; 
pure by TLC (Systems A and C) 

m.p. 130— 132°G 

m.p. 200—205 °C(decomposition) 
(hydrochbride) 

m.p. 190— 192°C (hydrochloride) 



15 Example 24. 

Methyl 1 (7 - cMjaroquanol - 4 - yl) - 5- 
methoxy - 2 - methylindol - 3 - ylacetate 
(1.7g.) in methanol (5QmL) containing 30% 
w/v methylamine solution (25mL) was 

20 refiuxed for 10 hours. The solvents were eva- 
porated in vacuo and the residue crystallised 
from a 1:1 v/v mixture of benzene and 
cyclohexane to give l-(7 -chloroqmnoM-yl)-5- 
methoxy - N,2 - dimethylindol - 3 - ylacet- 

25 amide, m.p. 168— 169°C 

In a similar manner, from methyl l-(7- 
chloroquinoJ - 4 - yl) - 5 - methoxy - 2- 
memylmdol-3-yiacetate and ammonium 
hydroxide solution (specific gravity 0.88) 

30 there was obtained 1^7-cUoroquinol-4-yl)-5- 
methoxy - 2 - methylindol - 3 - ylacetamide, 
m.p. 147— 148°C, and from methyl l-(7- 
chloroquinol - 4 - yl) - 5 - methoxy - 2- 
methylindol-3^ylacetate and hydrazine hydrate 

35 solution there was obtained 1 -{7-chloroquinol- 
4 . yl) _ 5 methoxy - 2 - methylindol - 3- 
ylacetohydrazide, m.p. 183— 184°C, and 
from methyl 1 ^7-Kmlcroquinazolin-4-yl)~5- 
methoxy - 2 - methyMndol - 3 - ylacetate and 



1 - (7 - cUoroqumazolin - 4 - yl) - 5- 
methoxy - 2 - methylindoi - 3 - ykceto- 
hydrazMe, m.p. 164 — 165 °C 



Example 25. 
A solution off anhydrous l-(7-chloro- 45 
quinazolin -i 4 - yi) - 5 - methoxy - 2 - methyl- 
dndol-3-yiacetic acid (1.9g.) in ethanoi-free 
chloroform (30mL, dried with calcium 
chloride) was treated with triemylamine 
(0.5mL; dried over potassium hydroxide 50 
pellets) at 0°C. A solution of ethyl chloro- 
formate (0.48mL) in thy, ethanoi-free, chloro- 
form (10ml) was then added, and the mixture 
stirred at 0 a C. for 1£ hours. A solution of 
2-N^-dmiemylarnmo-ethanol (0.5 6mL) in 55 
chloroform (5ml.) was then added. The mix- 
ture was heated under reflux for 2 hours, 
and then added to water (lOOmL). The chloro- 
form layer was separated, washed with water, 
dried (MgS0 4 ), and evaporated. The residual 60 
oil was purified by chromatography on silica 
gel (150g.) in n mixture of 5% v/v methanol 
and 95% v/v chloroform to give, after the 
ehition of low polarity impurities, &{NJf- 
dimemytemmo)ethyi 1 - (7 - chloro- 65 
quinazolin - 4 - yi )~ 5 - methoxy - 2 - methyl- 
indot-3-yiacetate as a pale yellow oSl, NMR: 
OOBa at 6.23t. 

In a similar manner, starting . with the 
appropriate 1 -substituted mdoi-3-ylacetic acid 70 
and the appropriate alcohol or phenol, there 
obtained:-- 



» 
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CH CO*? 



(uih) 



R 1 



R 7 



R 6 



Characteristic 
properties 



7-<hloroquinazn1in-4-yl 



7K±loroquinazolm-4-yl 
7-chloroquinazolin^i-yl 

7-chloroquinazolin-4-yl 

7-chloroquinazolin-4-yl 

7-chloroquinazolin-4-yl 

7-chloroquinazolin>4-yl 
7-<Moroquinazolm-4-yl 





1 


* 









7-chlorocinnolra-4-yl 

quinazolin-4-yl 

7-chloroquinazolin-4-yl 

7-chloroquinol-4-yl 



n-butoxy 

ethoxy 
benzyloxy 

phenoxy 



cyclohexyl- 
methoxy 



phenoxy 

phenoxy 
ethoxy 

methoxy 

methoxy 

ethoxy 

methoxy 

methoxy 



methoxy 

methoxy 
methoxy 

methoxy 

methoxy 

methyl 

fluoro 
fiuoro 



methyl 

methoxy 

methoxy 
methoxy 
methoxy 



syrup; NMR: 5— OCHj, 
6.2t; pure by TLC 
(Systems A and C) - 

m.p. 103— 105°C 

syrup; NMR: 5— OCHj, 
6.23r; pure by TLC 
(Systems A and D) 

syrup; NMR: 5— OCH3, 
6.15t; pure by TLC 
(Systems A and D) 

syrup; NMR: 5— OCHa, 
6.2t; pure by TLC 
(Systems A and D) 

syrup; NMR: 5— CH W 
7.55t; pure by TLC 
(Systems A and D) 

« 

m.p. 122— 124 °C 

syrup; NMR: 2— CH^ 
7.7t; pure by TLC 
(Systems A and D) 



syrup; NMR: ^ — 
7.6t; pure by TLC 
(Systems A and C) 

syrup; NMR: 5— OCH^ 
6.13r; pure by TLC 
(System C) 

m.p. 121— 123 °C 

m.p. 112— 114°C 

m.p. 103— 105 °C 



Example 26. 
In a simMar manner to that described in 
Example 25, but starting with the appropriate 



1 -substituted-indol-3-ylacetic acid and amine, 
there were obtained the following amides: — 



22 



(x«*l) 



R l 


R 7 


Characteristic properties 


7-chloroquinol-4-yl 


NHMe 


m.p. 168— 169°C 


7-cbloroquinol-4-yl 


NH 8 


m.p. 147— 148°C. 


7-chloroquinol-4-yl 


NHNH B 


m.p. 183— 184°G 


7-cHoroquuiazolin-4-yl 


NHPh 


m.p. 132— 133 °G 


7-chloroqiunazolin-4-yl 


NH 2 


m.p. 197— 198°G 


7-chloroquina7olin-4r-yl 


NHNH 2 


m.p. 164— 165°G 



10 



15 



Example 27. 
A mixture of phenol (0.27g.) and 
anhydrous 1 - (7 - cMoroquinazolin - 4 - yl)- 
5 - methoxy - 2 - methylindol - 3 - ylacetic 
acid (l.Og^ m dry 1,2-dimethoxyethane 
(20mL; dried over sodium adumino-silicate 
powder) was stirred at room temperature and 
treated with dicyclohexylodbodllimide (0.75g.). 
The mixture became opaque, and was stirred 
overnight at room temp erature and then 
filtered. Evaporation of the filtrate gave a dSark 
yellow syrup, which was purified by chromato- 
graphy on silica gel (175g.) 3 using an increasing 
gradient of ether in petroleum ether (b.p. 
40 — 60°C) (polarity increased by incremental 



addition of 10% v/v ether). The major 
product, phenyl 1 -{7 -cMoroquirazofc-4-y I)-5 - 
methoxy - 2 - methylindol - 3 - yiacetate, 
was obtained as a yellow glass (NMR : OCH 3 20 
at 6.20r; pure by TLC: systems A and D), 
from the petrol rich fractions. A second pro- 
duct, 1 - [1 - (7 - chloroquinazolin - 4 - yl>- 
5 - methoxy 2 - methylindol - 3 - yiacetyl]- 
13-^cyclohexylurea, was obtained as a pale 25 
yellow solid of mp. 105— 107°C. (NMR: 
OCH, at 6.23r; pure by TLC: system Q. 

In a similar manner, starting with the 
appropriate 1 -substituted indol-3 -ylacetic acid 
and the alcohol or phenol, there were 30 
obtained: — 
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R l 


R 7 


R e 


Characteristic 
properties 


7-chloroquinazolin-4-yl 


n-butoxy 


methoxy 


syrup; NMR: 5— OCHa, 
6.2t; pure by TLC 
(Systems A and C) 


7<hloroquinazolinr4-yl 
7<bloroquinazolin-4-yl 


ethoxy 
benzyloxy 

- 


methoxy 


m.p. 103— 105 e C. 

syrup; NMR: 5— OCH3, 
6.23t; pure by TLC 
(Systems A and D) 


methoxy 


7<hbroquiziazol2Xh4-yl 


cyclohexyl- 
methoxy 


methoxy 


syrups NMR: 5— OCH-j, 
6.2t; pure by TLC 
(Systems A and D) 

• 


7-chloroquina2olin-4-yl 


phcnoxy 


methyl 


syrup; NMR: 5 — CH3, 
7.55t; pure by TLC 
(Systems A and D) 


7-chloroquinazolin~4-yl 


phenoxy 


fluoro 


m.p. 122— 124°C. 


7-diloroquiiiazolin-4-yl 


4 

ethoxy 


fluoro 


syrup; NMR: 2— CH^ 
7.7t; pure by TLC 
(Systems A and D) 


7-chloroquinazolin-4r-yl 


methoxy 


methyl 


syrup; NMR: 5— CH3, 
7.6r; pure by TLC 
(Systems A and C) 


7-chlorocinnolin-4-yl 


methoxy 


methoxy 


syrup; NMR: 5— OCH^ 
6.13t; pure by TLC 
(System C) 


quinazolin-4-yl 


ethoxy 


methoxy 


m.p. 121— 123 °C 


7-chloroquinfl2olin-4-yl 


methoxy 


methoxy 


m.p. 112— 114°C. 


7-chloroquinol-4-yl 


methoxy 


methoxy 


m.p. 103— 105 °C. 



Example 28. 1 -substituted-indol-3 -ylacetic acid and amine,- 

In a similar manner to that described in there were prepared the following amides: — 5 
Example 27 but starting with the appropriate 
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(xwi) 



R 1 


R 7 


Characteristic properties 


7-cWoroquinol-4-yl 
7-chloroquinol-4-^ 

7-chloro quinol-4-yl 
7-chloro quinazolin-4-yl 

7-<lilcjroqiiina7oliib-4-yl 
7-chloro quinazolin-4-yl 


NHMe 

NH B 

NHNH a 

NHPh 

NH 8 

NHNH 2 


m.p. 168— 169°C. 
m.p. 147— 148°C. 
m-p. 183— 184°C 
m.p. 132— 133°C 
m.p. 197— 198°G 
m.p. 164— 165°C 



Example 29. 
A solution of sodium (0.7g.) 'in dry 
methanol (30ml.; dried over sodium alumino- 

5 silicate) was added to a solution of l-(2,6- 
dichloropyrimid - 4 - yl) - 2£ - tnmethyl- 
indol-3-ylacetic acid (3.5g.) in dry methanol 
(90mL), and the mixture was heated under 
reflux for 2 hours. After removal of solvent 

10 under reduced pressure, the residue was dis- 
solved in water (50rnL) and the solution 
aadified to pH 4 with acetic acid. The result- 
ing mixture was filtered, and the solid residue 
crystallised from benzene to give l-(2,6- 

15 dimemoxypyrimid - 4 - yl) - 2,5 - dimethyl- 
indol-3-ylacetic acid^ m.p. 197— 198°C 

In a similar manner, starting with the 
appropriate 1 - (2,6 - dicMoropyrimid - 4- 
yl)indol-3-ylacetic acid, there were obtained 

20 1 - (2,6 - dimethoxypyrimid - 4 - yl) - 2- 
memyiindol - 3 - ylacetic acid, m.p. 
122 — 123 °C, and l-(2,6-dmethoxypyriniid- 
4 - yl) - 5 - methoxy - 2 - memyUndbl - 3- 
ytecetiic acid, nxp. 155 — 158°C. 

25 Example 30. 

Methyl 1 - (7 - cMoroo^iinol - 4 - yl) - 5- 
methoxy - 2 - methyMadol - 3 - ylacetate 
(lg.) and sodium borohydride (lg.) in 
methanol (30mi) were refluxed for 1 hour. 
30 Most of the methanol was then removed in 
vacuo, and the residue was diluted with water 
(50mL), and extracted with ethyl acetate 
(3X50ml). The combined extracts were dried 
(MgS0 4 ) and evaporated to give an on, which 
was chromatographai on silica gel (lOOg.) 
using, as eluant, petroleum ether (b.p. 
40 — 60° C) contamfing an increasing propor- 
tion of ether (polarity increased by incre- 
menial addition of 10% v/v ether) to give 



35 



1 - (7 - chloroquinol - 4 - yl) 3 - (2- 40 
hydroxyethyl) - 5 - methoxy - 2 - methyl- 
indole, m.p. 143 — 145°C 

Similarly, from methyl l-(7-cbJoro- 
quinazolin - 4 - yl) - 5 - methoxy - 2 - methyl- 
indol-3-ytecetate, there was obtained l-(7- 50 
cMoroquinazolin 4 - yl) - 3 - (2 - hydroxy- 
ethyl) - 5 - methoxy - 2 - methylindole, m.p. 
148— 150°C, and from methyl l-(7-chloro- 
qudnazdlin - 4 - yl) - 2,5 - dimediylmdol - 3- 
ylacetate, there was obtained 1 -(7-chloro- 55 
quinazolin - 4 - yl) - 2,5 - dimethyl - 3 - (2- 
hydroxyethyl)indole as ai glass [pure by TLC 
(system A) and having a satisfactory NMR 

^»ec*«7.*--^«7.*M. m 

Example 31. 

A solution of l-(7-cMoroquiriazolin-4-yl)- 
2,5 - dimethylimJol - 3 - ylacetic acid (1.8g.) 
in dimethylfonnamide (30mL; dried by dis- 
tillation from calcium hydride) was added to 
sodium hydride (0.13g.), and the mixture was 65 
stirred under a slight vacuum (ca 150mm. 
Hg) unbl complete dissolution occurred. 
Methyl iodide (2ml) was then added, and the 
mixture was stirred fox 2 hours at 40— 50°C 
The mixture was then added to water (200mL) 70 
and the resulting mixture extracted with ethyl 
acetate (3X50mL). The combined extracts 
were washed successively with saturated 
sodium bicarbonate solution (3 X30mL), water 
and brine (5GmL). After dlrying (MgSO*), the 75 
extracts were evaporated in vacuo to give 
methyl 1 - (7 - cMoroquinazolin - 4 - yl> 
2,5 - dimethylindol - 3 - ylacetic acetate as 
a stiff syrup [NMR: 5— CHs at 7.6V; pure 
by TLC (system A)]. 80 

In a similar manner, starting with the 
appropriate alkyl halide, there were obtained: 
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(win) 



R 1 



7-chloroquinazolin-4-yl 

7-chloroquinazoIin-4-yl 
7-chloroquinazolin-4-yl 

7-chloroquin2aoHii-4-yl 

7-chloroquina2olin-4-yl 

7-cfalorocjnnoKn-4-yi 

quinazolin-4-yl 
7-chloroquinazolin-4-yI 



R7 
w-butoxy 

ethoxy 
benzyloxy 



cyclohexyl- 
methoxy 



ethoxy 

methoxy 

ethoxy 
methoxy 



Example 32. 
A solution of acetaJdehyde // s -(7-chlon>- 
■ qu^azoln - 4 - yl) - p - methoxyphenyl- 
5 hydxazone hydrochloride (32g.) and 5- 
hydroxypentan-2-one . (l.lg.) in ethanol 
(60mL) was refluxed for 18 hours. The mix- 
ture was cooled and filtered and the filtrate 
evaporated in vacuo. The residue was 
10 chromatographed on silica gel (lOOg.) using, 
as ehiant, petroleum ether (b.p. 40 — 60°C.) 
containing an increasing proportion of ether 
(polarity increased by incremental addition of 
10% v/v ether) to give l-{7-cWaroquinazolin- 
15 4 - yl) - 3 - (2 - hydroxyerhyl) - 5 - methoxy- 
2-methyiindole, m.p. 148— 150°C 

Similarly, from acetaldehyde /^y-chloro- 
quinazolin - 4 - yl) - /> - metfaylphenyl- 
hydrazone hydrochloride and 5-hydroxy- 
pentan - 2 - one, there was obtained 1- 
(7 - diloroquinazolin - 4 - yl) - 2,5 - dimethyl- 



R« 
methoxy 

methoxy 
methoxy 

methoxy 

fluoro 



methoxy 

methoxy 
methoxy 



Characteristic 
properties 

syrup; NMR: 5— OCH^ 
6.2r; pure by IXC 
(Systems A and C) 

m.p. 103— 105 °C 

syrup: NMR: 5— OCH3, 
6.23t; pure by TLC 
(Systems A and D) 

syrup; NMR: 5— OCHs, 
6.2t; pure by TLC 
(Systems A and D) 

syrup; NMR: 2— CH^: 
pure by TLC 
(Systems A and D) 

syrup; NMR: 5— OCHa, 
6.13r; pure by TLC 
(System C) 

m.p. 121— 123 °C 
m.p. 112— 114°C 



3 - (2 - hydroxyethyl)indole as a glass 
[pure by TLC (system C) and having a 
satisfactory NMR spectrum ( — CH 3 r7.60 and 
-CH 3 r7.70)]. 



25 
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Example 33. 
A solution of l<7<hloroquinazolm-4-yi)-3- 
(2 - hydroxyethyl) - 5 - methoxy - 2 - methyi- 
mdole (0.6g.) and acetic anhydride (0.4g.) in 
benzene (2QmL; dried over sodium wire) was 30 
refluxed for 15 hours. The resulting yellow 
solution was cooled and washed successively 
with saturated sodium hydrogen carbonate 
solution (2X20mL) and water (20mL), and 
dried (MgS0 4 ). The solution was evaporated 35 
to give 2- [ l-(7-chloroquinazolin-4-yl)-5- 
methoxy - 2 - methyiindol - 3 - yl] ethyl 
acetate as an oil [pure by TLC (system A) 
and having a satisfactory NMR spectrum 
(— OCH* r6U8)]. 40 
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10 



15 



Example 34. 
A solution of ethyl 1 ^7-cHoroqiimazoKn- 
4 - yl) - 5 - hydroxy - 2 - memylindol -3- 
ylacetate (l.Og.) in dry d*imemylfoOTiamide 
(10ml); dried by distillation, from e a l ejum 
hydride, and stored over sodium alumino- 
silicate) was added to sodium hydride 
(0.068g.)> and the mixture was stirred under 
a slight vacuum (ca 150mm. Hg) at room 
temperature for 15 minutes. n-Pfropyi iodide 
(0.9g.) was added to the resulting dear solu- 
tion, and the rnixture stirred at room 
temperature overnight The solution was 
added to water (300mL) and extracted with 
ethyl acetate (3X40ml). The combined 
extracts were washed with a saturated solution 
of sodium chloride (30ml), dried (MgS0 4 ), 
and then evaporated in vacua. The yellow 
oil thus obtained was treated with tetrachloro- 
20 ethylene (100ml.) and the solution evaporated 
in vacuo. This process was then repeated with 
ethanoi (50ml.) to give ethyl l-(7-chlcro- 
quinazolin - 4 - yl) - 2 - methyl - 5 - n- 
prop oxyindol-3 -ylacetate as a stiff yellow 
25 syrup [NMR: 2— C2I 3 at 7.65r; pure by 
TLC (systems A and D)]. 

In a similar manner, but using methyl 
iodide, there was obtained ethyl l-(7-chloro- 
quinazolin - 4 - yl) - 5 - methoxy - 2 - mcthyl- 
30 indol-3-ylacetate as a yellow solid, m.p. 
103— 105°C [NMR: 5— OCHs at 6.2r; pure 
by TLC (systems A and Q]. 

The 5-hydroxyindole derivative used as 
starting material was obtained as follows : — 
A solution of ethyl 5-benzyloxy-l-{7 -chloro- 
quinazolin - 4 - yl) - 2 - met^lindol - 3- 
ylacetate (1.5g.) in glacial acetic acid (5ml.) 
was treated with a 50% w/y solution of 
hydrogen bromide in glacial acetic acid (5ml). 
The resul ting dark red solution was stirred 
at room temperature for 10 minutes and then 
neutralised by the addition to a rnixture of 
saturated sodium acetate solution (50ml.) and 
water (150ml). The rnixture was extracted 
45 with ethyl acetate (3 X 50ml.) and the extracts 
washed successively with water (2 X 40ml.), 
saturated sodium hydrogen carbonate solution 
(2X40ml), water (40ml) and then saturated 
sodium chloride solution (40ml). After drying 
50 (MgS0 4 ), the extracts gave rax evaporation 
in vacuo a yellow-brown oiL Purification, by 
chromatography on silica gel ttOOg.) in a 



35 



40 



60 



65 



70 



mixture of 50% v/v ether and 50% v/v 
petroleum ether (b.p. 40-^60°C.)> gave ethyl 
1 - (7 - chloroqumazolin - 4 - yl) - 5- 55 
hydroxy - 2- metrryhndol - 3 - ylacetate as 
a pate yellow glass [NMR: 2 — CH 3 «at 7.7r; 
pure by TLC (systems A, C and D)] . 

The ethyl 5-benzyloxy- l-(7-chloro- 
quinazolin - 4 - yl) - 2 - metrrylincfci - 3- 
yhcetate used as starting material was obtained 
as a yellow syrup [NMR: 5 — OCH 2 at 6.25t; 
pure by TLC (systems A and Q] from the 
corresponding acetic add in an analogous 
manner to that described in Example 31. 

The 5 - benzyioxy - 1 - (7 - chloro- 
qumazolin «* 4 - yl) - 2 - methylHidol - 3- 
ylacetic acid used as staiting material was 
obtained as a yellow solid, mp. 97— 99°C. 
(decomposirion) torn . acetaldehyde N l -(7- 
chloroqumazohn - 4 - yl) - |> - benzyloxy- 
phenylhydrazone hydrochloride by an analo- 
gous procedure to that described in Example 
18. 

Example 35. 
A mixture of acetaldehyde ^-(7-cbloro« 
quinazolin - 4 - yl) - p - methoxyphenyl- 
hydrazone hydrochloride (25g.) and laevulmic 
acid (50g.) in acetic acid (120mL) was heated 
under reflux for 1 — 2 hours. The dark red 
rnixture was then added to water (1.5 L). 
The solid obtained was separated by filtration 
and dissolved in a mixture of water (50ml.) 
and 5N-aqueous ammonium hydroxide solu- 
tion (50mL). The solution was extracted with 
ether (3 X 50mL) and the aqueous layer addi- 
fted with acetic acid to pH 4. The rnixture 
was then extracted with ethyl acetate 
(3 X 50ml) and the extracts washed with water 
(30mL) and then with saturated sodium 
chloride solution (30mL) before being dried 
(MgSO*). Evaporation of the solvent gave a 
dark brown syrup which crystallised on adrli-. 
tion of methanol <40mL) to give l-<7-chloro- 
quinazoBn - 4 - yl) - 5 - methoxy - 2 - methyl- 
indol-3-ylacetic acid as a yellow solid, mp. 
205— 208°C 



75 



80 



85 



90 



95 



Example 36. 
In a similar manner to that described in 
Example 18, (but the tammonium salt was 
not isolated in every case) the following com- 
pounds were obtained ifirom the appropriate 
substituted phenylhydrazone: — 
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ch^h 

CR 



R 6 



Characteristic 
properties 



7-chlQroqninflzo1in-4-yl 

7^oroqmnazolin-4yl 

6,8-dibromoquinazolmr4-yl 

7-chloro-2-metfay3r 
quinazolin-4-yl 

7<hloroqniTia7o1inr4-3d 

quinazolin-4-yl 

7-chloroquinazolin-4-yl 

7-chloroquinazolin-4-yl 

7-^hloroquinazolin-4-yl 

7-chloroqtimazolm-4-yl 

7-chloroquiiLazolin-4-yl 
5 3 7-dichloroqpiinn7n1tn--4»yl 
7-cMoroquina2olin-4-yl 
7-chloroquinazolin-4-yl 
7-chloroquinazolin-4-yl 
2-methylquinazolin-4-yl 

2-isopropylquinazolin-4-yl 

2-methylquinazolin-4-yi 
2-ethylquinazolin-4-yi 



5-OEt 


m.p. 120 °C ft H fi O) 


5— Et 


m.p. 108— 109 °a (I H a O) 


5— OMe 


m.p. 123— 130°G (H a O) 


5— OMe 


m.p. 103— 108°C (i H 2 0) 


5-t-Bu 


mp. 120— 122°C 


5-methyl J 


m.p. 212— 216°C 


5.6-ethylenedioxy j 


nxp. 128— 130°C 


4,6-dimethyl 


m,p. 117°C 


mixture of 4- and ! 
6— OMe | 


m.p. 94-98 °G 


mixture of 4,5- and 

and 5,6-diMe | 

5— Br 


m.p. 114-1 18 °C 

m.p. 95— 100°C Q H 2 0) 


5— OAie 


; m.p. 130— 135 °C 


5— F 


m.p. 99— 100 °C. (H 2 0) 


5,6-methylenediory 

5-Q 
5— F 


m.p. 105— 108 °C (H 8 0) 
m.p. 213— 217 °C. 

pure by TLC (System E*) 
NMR: 2— CH S at 7.80t. 


5-OMe 


pure by TLC (Systems A, 
C and E); NMR: 2-i-Pr at 
8.60 and 8.68t. 


5— Me 


m.p. 95— 100 °C (H 2 0) 


5-OMe 


pure by TLC (Systems C 
and E); NMR: — OCH 3 at 
6.18t. 



*Cbloroform 95 parts, 
to as System E. 
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In an analogous manner mere were obtained 
a - [1 - (7 - chtortKjumazolin - 4 - yl) - 5- 
methoxy - 2 - methylndol - 3 - yljisobutyric 
acid, m.p. 105— 107°a, and «-[l-(7-chl0ro- 
quinazolin 4 - yl) - 2,5 - dunethyiindol - 3- 
yl] propionic acid, m,p. 98— 102°G (mono- 



hyicfoate), from the appropriate starting 
materials. 

The following hydrazone derivatives, which 
were used as starting materials in this Example, 
were prepared Sh a similar manner to mat 
— ~ :L ~ J in Example 18: — 




7-chloroqnmazo1tn-4-yl 
7^oroqumazolm-4-yl 
6,8-KhT>romoquinazolin-4-yl 

7-chloro-2-methyl~ 
quinazolin-4-yl 

7-c±loroquinazolin-4-yl 



7-cMoroquina2olin-4--yl 
7"chloroquinazolin-4-y] 

7-chloroquinazolin-4-yl 
7- chloro cnrinazolin-4-yl 

7-chloroquinazolin-4-yl 
5,7^chloroquinazolin-4-yl 



7<hloroquinazolin-4-yl 
7-chloroquinazolin-4-yl 
7-cHQroqiiinazolin-4-yl 



4— OEt 



4— Et 



4 — OMe 



4— OMe 



4-t-Bu 



3,4-ethyIenedioxy 
3^-dimethyl 

3— OMe 
3,4-dimethyl 

4— Br 

4 — OMe 



4— F 



3 3 4-methylenedioxy 



4— a 



Characteristic 
properties 

m.p. 192— 194°C (dec) 
hydrochloride) 

m.p. 190— 191°C (dec) 
(hydrochloride) 

m.p. 113— 115°G (dec) 
(hydrochloride) 

mp. 174-175 °C (dec) 
(hydrochloride) 

pure by TLC (Systems A 
and Q; NMR: t-Bu at 
8.65t 

m.p. 203— 206 °C (dec) 
hydrochloride) 



glass; NMR: 3,5-di-CHj 
at 7.55t; pure by TLC 
(System C) 

m.p. 97— 101 °C 

m.p. 205— 206 °C (dec) 
(aydrochloride) 

m.p. 175— 178°C (dec) 

glass; NMR: — OCH 3 at 
6.2t; pure by TLC 
(Systems A and D) 

m.p. 198— 200°C (dec) 
hydrochloride) 

mp. 209— 210°C (dec) 
hydrochloride) 

mp. 200—206 °C (dec) 
hydrochloride) 
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R 1 


R 6 


Characteristic 
properties 


2-me±ylquinazolin-4-yl 


4— F 


syrup; NMR: — CH 3 at 
/.zt; pure oy ijll* 
(Systems A and C) 


2-isopropylquinazolin-4-yl 


4-OMe 


syrup ; NMR : — CHa, doublet 
at8.9r;purebyTLC 
(Systems A and D) 


2-methylq«inazn1m-4-yl 


4 — Me 


syrups NMR: 4— CH 8 at 
7.8t; pure by TLC 
(System A) 


2-ethylquinazolin-4-yl 


4—OMe 


syrup; NMR: — OCH, at 
6. It; pure by TLC 
(Systems A and C) 


* 

quinazolin-4-yl 

* * 


4— Me 


syrup; NMR: 4— CH S at 
7.85t; pure by TLC 
(Systems A and C) 



Example 37. 
A solution of methyl 1^-aminoquirjazoKn- 

4 - yl) - 5 - methoxy - 2 - methylindol - 3- 
5 ylacetate (0.5g.) in acetic acid (12 mi) was 

treated with concenrrared hydrochloric acid 
(1.5 mL). The solution obtained was stirred 
at 0— 5°C during the addition, over 15 
minutes, of a solution of sodium ndtrifie (0.15g.) 

10 in water (2 ml.). The dark red solution was 
added dropwise to a solution of cuprous 
chloride (0.2g.) in concentrated hydrochloric 
*>cM (5m L) kept at room temperature. The 
mixture vas then stirred for 1 hr. before 

15 addition i f sufficient sodium acetate to adjust 
the pH the mixture to 4 — 5. The mixture . 
was then c jncentrated in vacuo and the residue 
treated wr h water (lOOmL) and ethyl acetate 
(50mL). Tie aqueous layer was extracted with 

20 ethyl acetrte (2 X 30mL) and the extracts 
washed witi saturated sodium hydrogen car- 
bonate solution (2X30mL); After being 
washed with water (30ml.) and dried 
(Na-SOO, evaporation of the extracts in vacuo 

25 gave an oil, which slowly solidified to give 
methyl 1 - (7 - cMoroquinazolin - 4 - yf)- 

5 - methoxy - 2 - methyl - indol - 3 - yl- 
acetate as a yellow solid, m.p. Ill — 114°C. 

The ammo-derivative used as starting 
30 material was obtained as follows: — 

A solution of methyl 5-methoxy-2-methyl- 
1 - (7 - nitroquinazoiin - 4 - yI)indol - 3- 
ylacetate (2.0g.) in ethanol (80mL; dried oyer 
sodium alutmno-sflicate) was treated with 
35 pallatised charcoal (0.5g.; 10% w/w) and 
the mixture hydrogenated at atmospheric 
pressure. After the uptake of the theoretical 
amount of hydrogen, the catalyst was 
separated by filtration through a Cetite pad 



Evaporation of the ethanol gave a red syrup 
which was purified by <±romatography on 
silica gel (150g.). The less polar by-products 
were removed by elution with ether. Elution 
with methanol then gave methyl l-{7-amino- 
quinazolin - 4 -« yi) - 5 - methoxy - 2 - methyl- 
mdol-3-ylacetate as an orange glass having a 
satisfactory NMR spectrum (5 — OCH- at 
6.15r) and shown to be pure by TLC (system 

The methyl 5 -memoxy-2-methyl- 1 -(7-nitro- 
quma2olm-4-yl)mdol-3-ylacetate used as 
starting material was obtained as a red solid, 
m.p. 179 — 181°C, from the corresponding 
indoline derivative as described in Example 
11. Methyl 5 -methoxy-2-methyi- 1-<7 ^uitro- 
quinazolin - 4 - yl - ) - indolin ~> 3 - ylacetate 
was obtained as a red glass [NMR: 5— 0CH 3 
at 6.15r; pure by TLC (systems- A end Q]' 
in a similar manner to that described in 
Example 4 for the preparation of ethyl 1- 
quinazoim-4-ylurdolin-3-ylacetate. 

Example 38. 
In an analogous manner to that described 
in Example 16, there was obtained methyl 
1 - (benzoxazol - 2 - yi) - 5 - methoxy - 2- 
methylindbl-3-ylacetatE, m.p. 125 — 126°C., 
from the appropriate starting materials. 



40 



in 



Example 39. 
In a similar manner to that described 
Example 18, l-(7^1oroquinazolm-4-yl)-5- 
methoxy - 2 - methylndol - 3 - ylacetic acid 
prepared from acetone AP-^-chlbro- 



was 



quinazolin - 4 - yl) - p ~ methoxyphenyl- 
hydrazone hydrochloride and laevuhmc acid, 
and it was also prepared from benzaldehyde 



50 



55 



60 



65 



70 



75 



80 



30 



1,356,834 



30 



N 1 - (7 - chloroquinazolin - 4 - yl) - p- 
methoxyphenylhydrazane hydrochloride and 
laevulinic acid. 
The starting materials were obtained as 

5 described in Example 18 for acetsaldehyde N 1 - 
(7 - ciloroquinazoln - 4 - yl) - p - methoxy- 
phenylhydtazone hydrochloride, Thus, from 
acetone - p - memoxyphenyJhydrazone and 
4,7-^iicWoroquinazoline, there was obtained 

10 acetone N 1 - (7 - cMoroqumazolin - 4 - yl)- 
p - methoxyphenylhydrazone hydrochloride 
[this compound was unstable; the free base was 
shown to be pure by TLC (system Q when 
first isolated, but it decomposed on keeping] 

15 and from benzaldehyde p-memoxyphenyl- 
hydrazone and 4,7-mcMoroo^nnazolme, there 
was obtained benzaldehyde i^-^-chloro- 
quinazolin - 4 - yl) - p - methoxyphenyl- 
hydrazone hydrochloride, m.p. 227— 228°C 

20 Example 40. 

A mixture of l^K^oroquinazolin-4-yl)-p- 



R 1 



7-chloroqcunazolin-4-yl 
7-cbloroqumazolin-4-yl 
7-chloroquinazolin-4-yl 
7-chloroquinazolin-4-yl r 
7-<±doroquinazolin-4-yl 



45 The starting material was obtained by the 
following two methods: — 
i) A solution of 4,7-diduoroquinazoline (l.Og.) 
and p-methoxypha^rthydrazine (0.7g.) in 1,2- 
dimethoxyethane (25ml; dried over sodium 

50 alumino-silicate) was heaced under reflux for 
1 hr. The resulting red mixture was concen- 
trated in vacuo to give a sticky residue, to 
which was added water (50mL) and ethyl 
acetate (5QmL). The aqueous layer was 

55 extracted with ethyl acetate (2X30mL). Tne 
combined extracts were washed with water, 
dried (Na,S0 4 ) and evaporated in vacuo. The 
resultant red syrup was purified by chromato- 
graphy on silica (MFC, 130g.) in an increas- 

60 ing gradient of ether in petroleum ether (b.p. 



methoxyphenyihydrazine <2.0g.) and laevulinic 
acid (8.0g.) was heated at 90— 95°C for 4hrs. 
The dark red mixture was poured into water. 
The yellow precipitate was collected by filtra- 25 
tion> dissolved in a mixture of 2N-aqueous 
ammonia solution (25mL) and water (25mL) 
and filtered. The filtrate was washed with 
ether (2x30mL), ami me aqueous layer acidli- 
fied with acetic acid to pH 4 to give l-(7- 30 
chloroquinazolin - 4 - yl) - 5 - methoxy - 2- 
methylindol-3-ylacetic acid hemi-hydrate, m.p. 
94— 96°C (dec). The hemi-hydrate (1.8g.) 
was dissolved in ethyl acetate (50ml), and 
the solution dried (MgS0 4 ) and evaporated 35 
in vacuo. The resulting yellow glass was 
treated with methanol (ICmL) to give 
anhydrous 1 - (7 - chlorannnazolin - 4^- 
yl) - 5 - methoxy - 2 - methylindol - 3- 
ylacetic acid, m.p. 206— 208°G 40 

In a simitar manner, but stacting with the 
appropriate oxo-compound, there were 
obtained the following derivatives : — 



mp. 



112— 114°C 
148— 150°C 
110— 112°C 
105— 107°C 
197— 198 °C 



40 — 60°C) (polarity increased by incremental 
addition of 20% v/v ether), to give from the 
ether rich fractions, J^^7-^oroconnazolin-4- 
yl)-/>-methoxyphmylhydrWne, as a yellow 
solid, m.p. 125— 127°C " 65 

ii) A suspension of acetaldehyde bP-{7- 
chloroquinazolin - 4 - yl) - p - methoxy- 
phenylhydrazone hydrochloride (15.0g.) in 
ethanol (120mL; dried over mfl^ngRfiTT^ 
ethoxrdte) was coaled and stirred at 5 — 10°C 70 
for 3 hrs. during the passage ctf dry hydrogen 
chloride. The mixture was then left at 0 — 5°C. 
for 3 days before separation by filtration. The 
salad was washed with dry ether (lOmL), and 
then dissolved in a mixture of water (30ml.), 75 
saturated sodium acetate solution (5mL) and 




R 3 


R* 


R 6 


H 


H 


COj^Me 


H 


H 


CH 8 OH 


Me 


H 


C0 2 H 


Me 


Me 


COoH 


H 


H 


CONH 8 
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ethyl acetate (25mL). The aqueous layer was 
extracted with more ethyl acetate (2X 15ml), 
and the extracts washed with water (20ml. ) 3 
dried (Na 2 S0 4 ) and evaporated to give AP- 
5 (7 - chlomniinazoun - 4 - yl) - p - methoxv- 
phenylhydrazine, m.p. 124— 127°C 

Example 41. 
In ah analogous manner to that described 
in Example 11 there was obtained methyl 1- 

10 (2 - methoxyqumazolin - 4 - yl) - 5 - methoxy- 
2^nemylina^-3-yiacetat6, m.p. 152— 154°G, 
from the appropriate starting material 

The startling material was prepared as 
follows: — . 

15 A mixture of 2,4^chloroquinazoline 
(S2g.), ethyl 5-metioxy-2-memynndolin-3- 
ylacetate (4.0g.) and trie&ylainine (23ml.; 
dried over potassium hydroxide pellets) in 
dry 1,2-dmiemoxyetfaane (SOtaL) was heated 

20 under reflux for 30 mins. The mixture was 
evaporated in vacuo, and to the residue was 
added water (100ml.) and ethyl acetate 
(50mL). The aqueous layer was separated land 
extracted with ethyl acetate (2 X3GmL), and 

25 the extracts were washed with water (30ml.), 
dried (MgSQ*) and evaporated. The residual 
syrup slowly crystallised to give ethyl l-(2- 
chloroquinazolin - 4 - yl) - 5 - methoxy - 2- 
memylmdoIm-3-ykcetate, mp. Ill — 112°C. 

30 This indoline ester (3.6g.) was added to a 
solution of sodium (0.5g.) in methanol (50ml.; 
dried over magnesium metfaoxide), and the 
resulting solution was heated under reflux for 
18 hrs. After removal of methanol in vacuo, 

35 the mixture was added to water (50ml.) and 
acidified with acetic acid to give l-(2-merhoxy- 
quinazolin - 4 - yl) - 5 -< methoxy - 2 - methyl- 
indoIin-3-ylacetic acid hemihydrate, m.p. 
115— 120°G This acid (3.0g.) was dissolved 

40 in dry methanol (40mL) containing concen- 
trated sulphuric acid (0.1ml.), and the mixture 
was heated under reflux for 5 hrs. Saturated 
sodium acetate solution (2ml) was added, and 
the mixture was evaporated in vacuo. The 

45 residue was partitioned between water (50ml.) 
and ether (40mL). After separation, the 
aqueous layer was extracted with ether 
(2X20mL). The ether extracts were washed 
successively with saturated sodium hydrogen 

50 carbonate solution (20traL) and water (20ml.), 
dried (NaoSO*), and evaporated to give merhvl 
1 - (2 - memoxyquinazoKn - 4 - yl) - 5- 
methoxy - 2 - methyimdolin - 3 - ylacetate 
as a dark yellow syrup [pure by TLC (svstem 

55 A); NMR: 5— OCH* at 6.3t; 2— OCH 3 at 
6.15r]. 

Example 42. 
To a solution of l-(7-cMoroquiiiazolin-4- 
yl) - 5 - methoxy - 2 - merhyHndol - 3- 
60 ylacetic acid (l.Og.) in dry methanol (50ml.) 
was added freshly distilled boron tri fluoride 
etherate (0.5ml), ami the dark red solution 
was heated under reflux for 30 mins. To the 
solution was added saturated sodium acetate 



solution (5mL) 3 and the mixture was concen- 
trated in vacuo. The residual mixture was 
shaken with a mixture of water (50mL) and 
chloroform (30ml.). The aqueous layer was 
separated and extracted with further chloro- 
form (2X20 mL), and the combined extracts 
were washed successively with saturated • 
sodium hydrogen carbonate . solution 
(2X20ml.), water (lOmL) and saturated 
sodium chloride solution (15ml). After drying, 
the extracts were evaporated to give methyl 
1 -i (7 - cMoroquirtazolin - 4 - yl) - 5- 
methoxy - 2 - methyHndol - 3 - ylacetate, 
m.p. Ill— 113°G 

In a similar manner, but starting with 
butan-1-ol, there was obtained n-butyl l-(7- 
cMoroqumazoiin - 4 - yl) 5 - methoxy - 2-. 
methyEndol-3-yiacetate, as a yellow syrup 
Tpure by TLC (systems A and C); NMR: 
5— 0CH 3 ar 6.2r]. Ethyl K7-chloro- 
quinazolin - 4 - yl) - 5 - methoxy - 2 - methyl- 
mdoi-3-ylacetate was obtained similarly as a 
pale yellow solid, mp. 103— 105°G 

Example 43. 

To a solution of anhydrous l-(7-chloro- 
qiiinazohn - 4 - yl) - 5 - methoxy - 2 - methyl- 
indol-3-ylacetic add (l.Og.) in ethanol-free 
chloroform (30 ml; dried over calcium 
chloride) was added a solution of thionvl 
chloride (0.19 ml.) in cHoroform (2ml.). The 
resulting dark red solution was stirred at room 
temperature for 30 mins., and then methanol 
(20 mL) was added. The mixture was heated 
under reflux for 30 mins., saturated sodium 
acetate solution (2 ml) was added, and the 
mixture was concentrated in vacuo. Water 
(30 ml.) was added to the residue and the 
mixture was extracted with ether (3X30 ml.). 
The ether extracts were washed successively 
with saturated sodium hydrogen carbonate 
solution (30 mL) and water (30 mL), and 
dried (Na 2 S0 4 ). Evaporation of the solvent 
gave a dark yellow oil, which slowly crystal- 
lised to give methyl l-(7-chloroquma2olin-4- 
yl) - 5 .- methoxy - 2 - methylindol - 3- 
ylacetate, mp. 112 — 114°C. 

In a similar manner, but using ethanol, 
there was obtained ethyl l-{7-chloro- 
quinazolin - 4 - yl) - 5 - methoxy - 2 - metbyl- 
indol-3-yfacetate as a thick syrup of satis- 
factory purity by TLC (systems A and C) 
and by NMR (OCH* at 6.2r). This slowly 
crystallised to give a yellow solid of m.p. 
103— 105°C 

Example 44. 

A solution of 1 ^7-chlorc<juinazolm-4--yl)-5- 
methoxy - 2 - methylindol - 3 - ylacetic 
acid (1.0 g.) in ammonia solution (1 mL; 
specific gravity 0.88) and carbon dioxide-free 
water (20 mL) was evaporated to dryness in 
vacuo to give the corresponding ammonium 
salt as a yellow amorphous solid. 

The ammonium salt was dissolved in carbon 
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dioxide-free water (10 ml.), and to the result- 
ing clear yellow solution was added a solution 
of aluminium nitrate monohydrate (033 g.) in 
water (10 mL). The yellow precipitate which 

5 formed was separated by filtration, washed 
with water (10ml), and dried oyer phosphorus 
pentoxide in vacuo to give aluminium l-(7- 
cWoroquinazolm ~ 4 - yi) - 5 - methoxy - 2- 
rnethylindol-3-ykcetate monohydrate, as a 

10 yellow solid of m.p. 204— 208°C (dec.). 

In a similar manner there were obtained the 
calcium salt [HH,0; m,p. 203— 205°C 
(dec.)] and the magnesium safe [1-JH 2 0; m.p. 
198— 201°Q (dec.)] from calcium chloride 

15 and magnesium sulphate respectively*. 

Example 45. 
1 - (7 - chloroquinoi - 4 - yl) - 5 - methoxy- 
2 -methylindol-3 -ylacetic acid (200 g.) was 
thoroughly mixed with lactose (400 g.) and 
.20 1G% w/v aqueous gelatin solution (9 g.), and 
the mixture was then granulated!. Maize starch 
(35 g.) was mixed with the granules, followed 
by magnesium stearate (6 g. % and the mixture 
was compressed into tablets containing 50,100 
25 or 200 mg. of the active ingredient. 
WHAT WE CLAIM IS: — 
1. A compound of the formula: — 




CO 

wherein R 1 stands for a heterocyclic radical 
selected from pyriinidinyi, quinary!, isoquinoyl, 

30 cdnnolinyl, qumazolinyi, quinoxalmyi, benz- 
thiazolyl and benzoxazolyl radicals, the said 
heterocyclic radical being linked to the nitrogen 
atom of the indole nucleus through a ring 
carbon atom which is conjugated with a ring ■ 

35 nitrogen atom in the said heterocyclic radical, 
and the sadd heterocyclic radical optionally 
(bearing not more than two substituents 
selected from Ci^-alkyl, Q-s-alkoxy, Cx_-- 
alkylthio, amino, halogen, trifiuoromethyi, tri- 

40 chloromethyl (and phenyl substituents; and R 2 
stands for hydrogen or a d-a-alkyl radical: 
and R 3 and R 4 , which may be the same or 
different, stand for hydrogen or a methyl 
radical; and R 5 stands for a radical of the 

45 formula — COR T of — CH.OR*, wherein R 7 
stands for a hydroxy, C^-alkoxy, benzyloxy, 
phenoxy, di- Q-3 - alkylamino - Ci_ s - 
a&oxy, (C^-cycloalkyI)methoxy, amino, 
Q-s-a^lamino, di^^-«lkyiamino, analino, 

50 hydrazino or N- 1,3 -dk^rloriexyhireido radical, 
and R* stands for hydrogen or a Ci_ 6 -aIkanoyl 
radical; and R* stands for hydrogen or a 
methylenedioxy or ethylenedioxy radical or 
not more than two substituents s elected from 

55 Ci_ 5 -alkoxy 3 Q^-alkyi, cycloalkyl of not more 



than 5 carbon atoms, and di-Ci^alkylamino 
radicals and halogen atoms; or (a pharma- 
ceutically-acceptable salt thereof. 

2. A compound of the formula I, wherein 

R 1 stands far a heterocyclic radical selected 60 
from pyrimirimylj quinolyi, cinnolinyl, 
quinazolinyl, qumoxalinyl and benzmiazoryi 
radicals, the said heterocyclic radical being 
linked to the nitrogen atom of the indole 
nucleus through a ring carbon atom which is 65 
conjugated with a ring nitrogen atom an the 
said heterocyclic radical, and die said hetero- 
cyclic radical optionally bearing not more 
than two substituents selected from Q-s- 
alkyL, Ci^-alkoxy, amino, halogen and phenyl 70 
substituents; and R 2 stands for hydrogen or 
a Ci_ 3 -alkyl radical; and R* and RS which 
may be die same or different,, stand for 
hydrogen or a methyl radical; and R 5 stands 
for a radical of the formula —COR% wherein 75 
R T stands for a hydroxy, Q^Halkoxy, 
benzyloxy, phenoxy, amino or hydrazino 
radical; and R* stands for hydrogen or a 
methoxy radical; or a phannaceuticaUy- 
acceptable salt thereof. 80 

3. A compound of the formula I, wherein 
R 1 stands for a heterocyclic radical selected 
from pyrmuddnyi, quinolyl, isoquinolyl, 
rinnolinyi, qnmazolinyl, qumoxalinyl, benz- 
thiazolyl and benoxazolyl radicals, the said 85 
heterocyclic radical being linked to the 
nitrogen (atom of the indole nucleus through a 
ring carbon atom which is conjugated with a 
ring nitrogen atom in the said heterocyclic 
radical, and the said heterocyclic radical 90 
optionally bearing not more than two substi- 
tuents selected from Q-g-aDcyi, Q^-alkox^; 
amino, halogen and phenyl substituents; and 

R 2 stands for hydrogen or a Q_ a -alkyl radical; 
and R 3 and R 4 , which may be the same or 95 
different, stand for hydrogen or a methyl 
radical; and R 5 stands for a radical of the 
formula — COR 7 , wherein R r stands for a 
hydroxy, Q^-alkoxy, benzyloxy, phenoxy, 
amino or hydrazino radical; and R° stands for 100 
hydrogen or not more than two substituents 
selected from Q-s-alkoxy and Ci_o-alkyl 
radicals and halogen atoms; or a pharma- 
c^aiucally-acceptable salt thereof. 

4. A compound of the formula I, wherein 105 
R 1 stands for a heterocyclic radical selected 
from pyrimidinyf, quinolyl, isoquinolyl, 
rinnolinyi, quinazolinyi, qumoxalinyl, benz- 
thiazoiyi and benzoxazolyl radicals, the said 
heterocyclic radical being linked to the 110 
nitrogen atom of the indole nucleus through 

a ring carbon atom which is conjugated with 
a ring nitrogen atom 5n the said heterocyclic 
radical, and the said heterocyclic radical 
optionally bearing not more man two sub- 115 
stituents selected from Ci_ 5 -alkyl, Ci_«- 
alkoxy, Ci_c-alkyithio, amino, halogen, tri- 
fluoromethyl and phenyl substituents; and R 2 
stands for hydrogen or a Q^-alkyl radical; 
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and R? and R 4 , which may be the same or 
different, stand far hydrogen or a methyl 
radical, and R a stands far a radical of the 
formula — COR T , wherein R 7 stands for a 
5 hydroxy, C-^-alkaxy, benzyloxy, phenoxy, di- 
Q-q - alkyiamino - Ci_o - aikoxy, amino, 
Q^-aJ^lammo, di^^alkylamino or 
hydrazino radical; and R 8 stands for hydrogen 
or not more than two substituents selected 

. 10 from Q^-alkoxy, Q^nalkyi, cydoalkyl of 
not more than 5 carbon atoms, and di-Ci_ 3 - 
alkylammo radicals and halogen atoms; or a 
pIiarmacemicaHy-^cceptable salt thereof. 
. 5. A compound as claimed in any of claims 

15 1 to 4 which is an optically active compound 
possessing antiinflammatory, arralgesic and/or 
antipyretic activity.. 

6. A compound as claimed in rfai> 1 
wherein R l stands for a heterocyclic radical 

20 sdected from pyrimidinyl, quinoryl, iso- 
quinolyl, dnnolinyi, qumazoBnyl, quinoxalinyl, 
benzthiazolyi and benzoxazolyi radicals, the 
said heterocyclic radical being linked to the 
nitrogen atom of the indole nucleus through 

25 a ring carbon atom which is conjugated with 
a ring nitrogen atom (to the said heterocyclic 
radical, and the said heterocyclic radical 
optionally bearing not more than two sub- 
stituents selected from methyl, ethyl, iso- 

30 propyl, methoxy, methyhhio, amino, fluoro, 
chloro, bromo, trifluoromethyl, trichloromethyl 
and phenyl substituents; and R 2 , R 3 and R 4 , 
which may be the same or different, stand 
for hydrogen or a methyl radical; and R 5 

35 stands for a radical of the formula — COR T 
or — CH 2 ORY wherein R T stands for a 
hydroxy, methoxy, ethoxy, propoxy, butoxy, 
2-drmemylanuhoethoxy, benzylaxy, phenoxy, 
cvclohexylmerhoxy, amino, methyl amino, 

40 dimemylamino, anilino, hydrazino or AM.3- 
d^cyclohexyhireido radical, and R* stands for 
hydrogen or a formyi, acetyl or propionyl 
radical; and R c stands for hydrogen or a 
methylenedioxy or ethylenedioxy radical or 

45 not more than two substituents selected from 
methoxy, ethoxy, propoxy, methyl, ethyl, 
propyl, butyl and dimethyl airano radicals and 
fluorine, chlorine and bromine atoms; or a 
phannaceutically-acceptable salt thereof. 

50 7. A sak as claimed in any of claims 1 
to 6 which is a pharmaceutically-acceptable 
acid-addition salt 

8. A sak as claimed in any of claims 1 
to 6, in which the anion is derived from a 

55 said compound of the formula I wherein R 5 
stands for a carboxy radical and the cation 
is a pharmaceutically-<iccept5ab(le cation. 

9. A compound as claimed in claim 2 which 
is 1 - (7 - crdoroqmnol - 4 - yl) - 5- 

60 methoxy - 2 - memylindol - 3 - ylacetic acid 
or a pharmaceutically-Boceptable sak thereof. 

10. A compound as claimed in claim 3 
which is l^-chforoQumazohm-^yQ-S- 



methoxy - 2 - memyhndol - 3 - ylacetic acid, 

1 - (7 - cMorocmnolin - 4 - yl) - 5 - methoxy- 65 

2 - memylindol - 3 - ylacetic acid or methyl 
1 - (7 - crdoroquinazolin - 4 - yi) - 5- 
methoxy - 2 - memylindol - 3 - yiacetfite, or 
a phannaceutically-acceptable sak thereof. 

11. A compound as Haitp^d in claim 4 70 
which is 1 - (7 - bromoqumazolin - 4 - yl)- 

5 - methoxy - 2 - methylmdol - 3 - ylacetic 
acid, 1 - (7 - fluoroqinnazoiin - 4 - yi) - 5- 
methoxy - 2 - memylindol - 3 - ylacetic acid, 
5 - methoxy - 2 - methyl - 1 - (2 - methyl- 75 
quinazolin - 4 - yI)indol - 3 - ylacetic acid 
or 1 - (7 - chloroquinazolin - 4 - yl) - 2,5- 
dimethylindol - 3 - ylacetic acid, or a 
pharmaceuificany-acceptaSble sak thereof. 

12. A compound as claimed in gferim 1 80 
which is 1 - (2,6 - dimemoxypyrinndm- 

4 - yl) - 2,5 - a^etbylindol - 3 - ylacetic 
acid, 1 - (7 - chloroquinazoun - 4 - yl) - 5- 
fluoro - 2 - memylindol - 3 - ylacetic ary* . 
or methyl 1 - (7 - chloroquinol - 4 - yl> 85 

5 - methoxy - 2 - methyEndol - 3 - ylacerate, 
or a pharmaceutically-acceptable salt thereof. 

13. A process for the manufacture of the 
compounds of the formula I, wherein R 1 . R», 

R% R 4 , R a and R fi have the meanings stated 90 
in claim 1 except that R T cannot stand for 
a hydrazino radical, and pharmaceuticjally- 
acceptable salts thereof, which comprises 
reacting a compound! of the formula: — 




95 



wherein R 1 and R 8 have the meanings seated 
above and Q stands for an amino radical or 
a radical of the formula: — 

R B 

— n=q< ni 

R 10 

wherein R° stands for hydrogen or a methyl 100 
or ethyl radical, and R 10 stands for a methyl, 
ethyl or phenyl radical, or an acid-addition 
salt thereof, with a compound of the 
formula: — 

R 2 COCH 2 CR s R 4 R 5 IV 105 

wherein R*, R a , R 4 and R s have the meanings 
stated above, under the influence of heat. 

14. A process for the manufacture of the 
compounds of the formula I, wherein R 1 , R s , 
R 3 , R 4 and R 6 have the meanings stated in 110 
clam 1 and R s stands for a carboxy radical, 
and pharmaceuticaQy-accepiJable salts tLrreof, 
which comprises hydrolysing the corresponding 
compound of the formula: — 
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R' (vii) 



wherein R 1 , R% R 3 , R 4 and R* have the 
meanings stated above and R 11 stands for a 
cyano, carbamoyl, alkoxycarbonyl, benzyloxy- 

5 carbonyl or phenoxycarbonyi radical 

15, A process for the manufacture of the 
compounds of the formula I, wherein R 1 , R 2 , 
R*, R* and R 6 have the meanings stated in 
claim 1 and R 8 stands for a radical of the 

10 formula — COR f or — CH 2 OR", wherein R T 
has the meaning stated in claim 1 and R* 
stands for a CU-^-alkanoyi radical, and pbar- 
ma ceutically-acceptable salts thereof, which 
comprises dehydrogenating, as defined herein- 

15 before, the corresponding indoline derivative 
of the formula: — 




wherein R 1 , R 8 , R s , R 4 , R 5 and R s have the 
meanings stated above. 
20 16. A process for the manufacture of the 
compounds of the formula I, wherein R l , R% 
R 5 , R 4 and R G have the meanings stated in 
claim 1, and R 5 stands for a radical of the 
formula — COR T wherein R T stands for a 
25 Q-s-alkoxy, benzyloxy, di-Q^-alkoxy or 
(C^ c -cycloalkyl)mediaxy radical, and 
pharniaceutically-acceptable salts thereof, 
which comprises esterifymg the corresponding 
carboxylic add of the formula I wherein R 5 
30 stands for a carboxy radical, or a salt, acid 
halade or anhydride thereof. 

17. A process for the manufacture of the 
compounds of the formula I, wherein R 1 
stands for a quinazolinyL, cinnolinyl, 
35 benzoxazolyl or benzthiazoryl radical, which 
is linked to the nitrogen atom of the indole 
nucleus through a ring carbon atom which is 
conjugated with a ring nitrogen atom in said 
radical, and which optionally bears not more 
40 than two substituents selected from C,_ 3 - 
alkyl, Q^-alkoxy, Q_ 3 -aIkyithio, amino, 
halogen, trMuoromethyl, trichloromethyl and 
phenyl substituents, and R° stands for a 
radical of the formula — COR T or — CH?OR% 
45 wherein R T stands for a C^-alkoxy, 
benzyloxy, phennxy, di-Ci-* -alkylamino-C^-c- 
alkoxy or (C^^clc^l^nethoxy radical 
and R* stands for a Q_ 0 -alkanoyl radical, and 
R*, R 3 , R 4 and R 6 have the meanSngs stated 
50 in claim 1 and pharmaceutii^y-acceptable 
salts thereof, which comprises reacting a com- 
ic* the formula:— 



. <jgcf 

H W 

wherein R 2 , R a , R 4 , R s and R» have me 
meanings stated above, wim a halogenohetero- 55 
cyclic compound of the formula R'Hal, 
wherein R 1 has the meaning stated above and 
Hal stands for a chlorine, bromine or iodine 
atom, in the presence of sodium or potassium 
or the hydride or amide thereof or n-butyl- 60 
lithium or lithium diisopropylarnide. 

18. A process for the manufacture of the 
compounds of the formula I wherein R 1 
stands for a quinazodinyi or cinnolinyl radical, 
which is linked to The nitrogen atom of the 65 
indole nucleus through a ring carbon atom 
which is conjugated with a ring nitrogen atom 
in said radical, and which optionally bears 
not more than two substituents selected from 
Cj^-alkyi, Q-c-alkoxy, Q^-alkyhhio, amino, 70 
halogen, triflucromemyi, tricMoromethyl and 
phenyl substituents, and R 9 stands for a radical 
of the formula — COR T or — CH 2 OR a , wherein 
R T stands for a Q^-elkoxy, benzyloxy, 
phenoxy, di - Q-^ - alkylamino - C,^- 75 
alkoxy, (Cs_« - c^oalkyl)methoxy, amino, 
Q^-allcylamino, a^-Q^-alkylammo, amlino 
or N-l,3^cydohexylureido radical and R 4 
stands for a Q^-alkanoyl radical, and R 2 , 
R 3 , R* and R 8 have the meanings, stated in 80 
claim 1, and pharmaceuticaUy-acceptable salts 
thereof, which comprises (reacting a compound 
of the formula:-— 

R yf^ . f 

wherein R% R% R 4 , R 5 and R B have the 85 
meanings stated above, with a compound of 
the formula R*Y, wherein R 1 has the meaning 
stated above and Y stands for a chlorine, 
bromine or iodine atom or a phenoxy radical, 
so as to give a compound of the formula: — 90 

(xvh) 

wherein R 1 , R*> R*, R 4 , R s and R* have the 
meanings stated afeove, and then ring-closing 
the said compound of the formula XVH so 
as to give the desired product of the formula 95 
L 

19. A process for the manufacture of the 
compounds ctf the formula I, wherein R 1 , R 2 , 
R 3 , R 4 and R 8 have the mranings stated in 
claim 1 and R 5 stands for a radical of the \qq 
formuk — COR% wherein R T stands for an 



I 



35 



1,356,834 



35 



amino, C^-alkyiamino, cu^Ci^-alkylamino, 
anilino or hydrazmo radical, and pharma- 
ceutically-acceptabLe salts thereof, which com- 
prises carrying out a known general process 

5 for m fl l" n E amides using as starting material 
a carboxylic acid of the formula I wherein 
R 5 stands for a carboxy radical, or an acid 
halide, anhydride or nftrile thereof, so as to 
obtain the desired product. 

10 20. A process for the manufacture of the 
compounds of the formula I, wherein R 1 , RS 
RS R* and R* have the meanings stated in 
claim 1 and R 5 stands for a radical of the 
formula — COR T wherein R T stands for a N- 

15 l,3^1icyclohexyiureido radical and pharma- 
ceutically, acceptable salts thereof, which 
comprises reacting the corresponding car- 
boxylic acid of the formula I, wherein R s 
stands for a carboxy radical, with dicydohexyl- 

20 carbodiimide in a suitable organic solvent 

21. A process for the nianufacture of the 
compounds of the formula I wherein R l con- 
tains one or two C^-alkoxy substituents, RS 
R 3 , R* and R B have the meanings stated in 

25 claim 1, and R ff stands for a carboxy or 
hydroxyrnethyl radical, and pharmaceutically- 
acceptable salts thereof, which comprises 
reacting the corresponding compound of the 
formula I, wherein R l contains one or two 

30 active halogen substituents with an alkali metal 
derivative of a d^-alkanoL 

22. A process for the manufacture of com- 
pounds of the formula I wheirein RS R 2 , RS 
R 4 and R 5 have the meanings stated in claim 

35 1, and R 6 stands for a C^-alkoxy radical 
optionally together with a Q-c-alkyl, cyclo- 
alkyi of not more than 5 carbon atoms, di- 
C^alkylamino or halogeno substituent, and 
pharmaceuticauy-acceptable salts thereof, 

40 which comprises reacting the corresponding 
compound of the formula I, wherein R* stands 
for a hydroxy radical optionally together with 
an additional substituent as stated immediately 
above, or the corresponding alkali metal 

45 derivative, with a compound of the formula 
R 12 X, wherein R 12 stands for a C 1 _ s -alkyl 
radical and X stands for a halogen atom or 
a toluenesulphonyloxy or methanesulphonyloxy 
radical, and, in the case where the hydroxy 

50 derivative is used as reactant, in the presence 
of an acid-bmding agent 

23. A process for the manufacture or the 
compounds of the formula I wherein R 1 bears 
a fluorine, chlorine or bromine substituent and 

55 R* RS RS R s and R s have the meanings 
stated above, apart from the case where R T 
stands for a bydrazino radical, and pharma- 
ceuticaily^acceptable salts thereof, which com- 
prises diazotising the corresoonding compound 

60 of the formula I wherein Ttf bears an amino 
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substkuent, and then, in the case of the chloro 
or bromo substituent, reacting the diazonium 
salt with a solution of cuprous chloride or 
bromide in hydrochloric or hydrobrornic arid 
respectively at 10 to 40°C, or, in the case 
of the fluoro substituent, mermally decom- 
posing the dry diazonium fluoroborate salt at 

40 to 100°C p ^ 

24. A process for the nianufacture of the 
compounds of the formula I wherein R 1 , RS 
RS R 4 and R 6 have the meanings stated in 
c toh n 1 and R 5 stands for a hydroxymethyl 
radical, and pharmtaceuticany-acceptable salts 
thereof, which comprises reacting a corres- 
ponding ester of the formula I, wherein R 5 
stands for an alkoxycarbonyL, aralkoxycarbonyi 
or aryloxy carbonyl radical, with sodium 
boTOhydricte, potassium bororrycWde or Uthium 
aluminium hydride. 

25. A process for the manufacture of the 
compounds of the formula I wherein R 1 , RS 
RS R 4 and R* have the meanings stated in 
claim 1 and R s stands for a radical of the 
formula — CH-ORS wherein R 1 stands for a 
Ci-ft-alkanoyl radical, and pharrnaceutically- 
acceptable salts thereof, which comprises 
acylating the corresponding compound of the 
formula I wherein R fl stands for a hydroxy- 
methyl radical 

26. A pharmaceutical composition compris- 
ing a compound of the formula I, wherein 
R 1 , RS RS R 4 > R 5 311(1 R * have the meanings 
stated in claim 1, or a pharrnaceutically- 
acceptable diluent or carrier. 

27. A composition as claimed in claim 26 95 
which is a dosage unit form, or a suppository, 
aqueous or non-aqueous solution or suspen- 
sion, sterile injectable aqueous or non-aqueous 
solution, cream, lotion or ointment. 

28. A dosage unit form as claimed in daim 
27 which is a tablet or capsule, comprising 5 
to 250 mg. of the said compound. 

29. A composition as claimed in claim 26, 
27 or 28 which contains, in addition to the 
said compound, at least one known agent 
having anti-innarnmfatory and/or analgesic 
activity. 

30. A composition as claimed in any of 
claims 26 to 29 and intended for oral 
administration, which contains at hast one 
antacid andl/or a uricosuric agent. 

31. A cornpound, claimed in claim 2, sub- 
stantially as described in any of Examples 1 
to 7. 

32. A compound, claimed in claim 3, sub- 115 
stantially as described in any of Examples 8 

to 18. 

33. A compound, claimed in claim 4, sub- 
stantially as described in any of Examples 19 
to 23. 
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34. A compound, claimed in claim 1, sub- 
stantially as described in any of Examples 24 
to 44. 



K ALLERTON, 
Agent for the Applicants. 
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